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COUNTERFEIT BULK DRUGS 


THURSDAY, JUNE 8, 2000 

House of Representatives, 

Committee on Commerce, 
Subcommittee on Oversight and Investigations, 

Washington, DC. 

The subcommittee met, pursuant to notice, at 11 a.m., in room 
2322, Rayburn House Office Building, Hon. Fred Upton (chairman) 
presiding. 

Members present: Representatives Upton, Burr, Bryant, Stupak, 
and Strickland. 

Staff present: Alan Slobodin, majority counsel; Anthony Habib, 
legislative clerk; Chris Knauer, minority investigator; and Brendan 
Kelsay, minority research analyst/press assistant. 

Mr. Upton. Good morning, everybody. 

We have a number of subcommittee meetings and full committee 
hearings going on, and we expect a number of members coming in 
the next few minutes, but in the interest of time we will get start- 
ed. 

Today we are here to dissect the issue of the influx of counterfeit 
bulk drugs. There is an increase in concern that drug ingredients 
made overseas that are either counterfeit, unapproved or poorly 
made are entering our Nation’s health care system and endan- 
gering patients’ health and even their lives. 

Here is a case in point. Several years ago, 89 Haitian children 
died after taking cough medicine made with contaminated glycerin 
traced to China. We may think that tragic events like this can’t 
happen here in our country with its sophisticated regulatory sys- 
tem, but our committee’s investigation reveals that our system does 
have major flaws, and it could happen here all too easily. 

Recently, our committee’s investigation revealed that FDA had 
linked the adverse reactions of 155 American patients to 
gentamicin sulfate made by Long March Pharmaceutical, a Chinese 
drug company. It may well be that other patients died from un- 
known impurities in this drug as well. FDA’s own forensic tests 
showed unexplained discrepancies between the chemical finger- 
prints of the drug taken from Long March at different times. 

FDA’s inspection revealed data integrity problems and other seri- 
ous deficiencies with Long March. Despite FDA inspections in qual- 
ity control by the U.S. drug companies that use this material, the 
suspicious bulk drug still infiltrated our health care system with- 
out detection. This is just one example of other instances that have 
confirmed that counterfeit, substandard drug imports are getting 
into our prescription drug supply and harming patients. 

( 1 ) 
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To substantiate our concerns about counterfeit bulk drugs infil 
trating our Nation’s health care system, I now ask unanimous con 
sent to place FDA correspondence, internal FDA documents and ar 
tides on drug counterfeiting into the record documenting the coun 
terfeit hulk drug problem. 

Without objection, that is done. 

[The information referred to follows:] 
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The Honorable Jane Henney. M.D. 

Commissioner 

Food and Drug Adminisuation 
Room 14-71 (HF-1) 

5600 Fishers Lane 
Rockville, Maryland 20857 

Dear Dr. Henney: 

Pursuant to its public health oversight responsibilities under Rules X and XI of the U.S. House of 
Representatives, the Committee has been investigating FDA's activities relating to counterfeit bulk drugs 
since August 4. 1 998. Developments from this investigation require the Committee to intensify its 
examination and request that the FDA consider taking certain actions to protect the American public. 

Documents provided to the Comminee indicate that the lack of FDA leadership and weaknesses 
in FDA's import system appear to have left the American public vulnerable to dangerous drugs from 
abroad. As some FDA officials have noted, the prevailing high prices and potential profits from 
prescription drugs provide a strong incentive for counterfeiters to enterthe U.S. market Counterfeit bulk 
drugs are difficult to detect by the sampling tests performed by industry and the FDA. FDA has little or 
no control of imported counterfeit bulks entering the U.S.. providing no meaningful detenence to trafficking 
of these products. Indeed, based on internal FDA documents and other reports obtained by the 
Committee, there is substantial evidence of imported counterfeit or substandard bulk drugs silently 
infiltrating the U.S. health delivery system, and harming the American people. 

While the FDA has stated that the problem of imported counterfeit bulk drugs is only a "potential" 
public health issue, the agency in some instances is well aware of evidence strongly linking imported 
pharmaceutical product that was either unapproved, substandard or counterfeit to adverse drug events here 
in the United States. Moreover, the FDA has not only known of the evidence of harm, but failed to take 
important necessary steps to protect the American people. Notwithstanding years of warnings from internal 
FDA working groups, the GAO, this Committee, the industry, the media, and specific, detailed infotmation 
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from criminal investigations, the FDA has taken only preliminary steps to gain information on the problem 
of imported counterfeit drugs. It appears that the FDA has so far failed to take all of the necessary steps 
to upgrade its import system and to adequately investigate the criminal shipping of counterfeit drugs into 
the U.S. healthcare delivery system. 

The case of gentamicin sulfate illu^rates my concerns. Gentamicin sulfate is an antibiotic drug given 
by injection to treat serious infections such as blood poisoning or inflammation of the heart lining. 
Suspicions about imported, counterfeit gentamicin sulfete stemmed from FDA's criminal investigation in 
1991 involving counterfeit oxytetracycline (an animal drug) purporting to be from Long March 
Pharmaceutical in Sechuan, China. The investigation eventually implicated amajor broker of bulk drugs. 
Flavine International, and pointed to several possible counterfeit imported drugs such as gentamicin sulfate. 
In August 1994, in connection with the investigation into counterfeit bulk drugs involving Flavine 
International, the FDA's Office of Criminal Investigations (OCI) received an OCI-requested package of 
information from FDA's Center for Drug Evaluation and Research (CDER) Division of Epidemiology and 
Surveillance. That package of information concerned adverse drug events associated with the 
administration of gentamicin sulfate and was obtained from FDA's computerized Spontaneous Reporting 
System (SRS). Forthereporting time frameof 1989 through August 16, 1994, the SRS contained 1,974 
adverse event reports associated with gentamicin sulfate, including 49 deaths. 25 1 hospitalizations, and 96 
disabilities. The vast majority of adverse events were linked to gentamicin sulfate manufactured by 
Fujisawa, USA and its Lyphomed Division and Solopak Laboratories. These firms all used the same 
source for its bulk gentamicin sulfate: Long March Pharmaceutical of Sechuan, China. Although I 
requested in 1998 virtually all documents relating to the Flavine case and the FDA provided these 
documents, the Committee has no information indicating what OCI or CDER ever did in 1 994 with the data 
on gentamicin sulfate. 

In March 1996, defendants in the Flavine investigation entered guilty pleas pursuant to plea 
agreements and cooperated with the government. Debriefing of the defendants confirmed that for several 
years several bulk drugs were counterfeited, including gentamicin sulfate, and sold for use in the 
manufacture of human prescription generic drugs. (Notwithstanding the guilty pleas and tlie admissions to 
federal investigators, FDA failed to de-bar Flavine International and the defendants in the Flavine case. 
Flavine International continues to be an active broker.) Significantly, an OCI agent wrote the Report of 
Investigation (ROI) covering admissions by Flavine officials that counterfeits were supplied to the human 
generic drug industry. However, that ROI made no mention of any planned follow-up to the generic drug 
companies to make certain no products made from the counterfeits were still on the market. 

On May 1 5, 1 996, an OCI agent, involved in the Flavine investigation but who did not write the 
ROI, wrote a seven-page memorandum to an OCI Special Agent in Charge entitled, "Counterfeit Imported 
Human Rx Bulk Drugs." In this May 15, 1 996 OCI memorandum, the author noted that gentamicin sulfate 
was one of the drugs identified as a counterfeit human bulk drug supplied by Flavine. The memorandum 
also noted that "it appears there have been deaths associated with the use of the generic presciption drugs 
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made from the prescription drugs made from the counterfeit bulk drugs supplied by Flavine International." 
The memorandum summarized the history of counterfeit bulk drug investigations since June 1991; described 
the threat to the human drug industry; described health hazards associated with the use of FDA procedures 
for controlling the imported drugs (which results in little control, if any); identified related legal issues; 
identified the potential magnitude of the problem, i.e., the m^'ority of human generic prescription drugs are 
made from imported bulk active ingredients; described the financial incentive for the international drug trade 
to be im^olved with counterfeits (black market drugs can be half the cost of authentics); and provided some 
recommended courses for Agency action. 

The assessment of the OCI agent was corroborated at about the same time by a memorandum by 
a U.S. Customs Service agent who was also involved in the Flavine investigation. As aresult ofthe U.S. 
Customs Service agent's memorandum, the U.S. Customs Service agreed to fund a Counterfeit Drug 
Initiative. In contrast, the Committee has no evidence that OCI management took any action in response 
to the May 15, 1 996 memorandum, including aulliorizing joint etTorts with the U.S. Customs Service on 
its Counterfeit Drug Initiative. 

However, the concerns about counterfeit bulk drugs were later echoed in other quarters of the 
FDA outside of OCI. In an August 1 996 memorandum, the FDA's Forensic Chemistry Center noted: "We 
have detected human and animal, bulk and dosage counterfeit pharmaceuticals. ... We literally have no 
control over bulk drugs that enter the US . . . Counterfeit or unapproved bulk drugs can unknowingly be 
received by legitimate dosage from manufacturers and turned into tablets/capsules and sold as legitimate 
drugs. These drugs can reach anyone including the President." 

In 1 995, the Forensic Chemistry Center had suggested to FDA Commissioner David Kessler the 
possibility of establishing an agency-wide initiative related to counterfeit drugs. A number of initial meetings 
were held, but with varying opinions on how to address the issue, no clear-cut agenda developed. By late 
1996, the internal OCI memorandum and other information on counterfeit bulk drugs reached the 
Commissioner's office, which resulted in a meeting of the Commissioner with other FDA staffon counterfeit 
or unapproved bulk drugs. At that late 1996 meeting, Dr. Kessler asked that a counterfeit drug working 
group initiative be coordinated by the Office of Operations. Dr. Randy Wykoff, the Associate 
Commissioner for Operations, headed the Working Group. During 1 997, a series of meetings were held, 
involving FDA's Office of Regulatory Affairs (ORA) management, various ORA components (including 
OCI, the Forensic Chemistry Center, and ORA field staff), Center for Drug Evaluation and Research 
(CDER). Office of Special Investigations (OSI), Office of Chief Counsel (OCC), and others. A work list 
of potential action items was developed, prioritized, and implemented during 1 997. Major actions included 
communication, training, inspectional activities (as a follow-up to the Flavine case, 1 5 finished dosage 
manufacturers were inspected), a pilot study to pennit import investigators to access FDA databases, and 
an authentic database on bulk drugs was started. One ofthe communication action items involved the FDA 
(the Mid-Atlantic Regional Office and the Forensic Chemistry Center) and the United Kingdom's 
Medicines Control Agency (MCA) cooperating and sharing analytical and forensic methodology and 
associated intelligence on counterfeit bulk drugs. 
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However, by January 1 998, the Commissiona's initiative on counterfeit bulk drugs was terminated. 
According to an internal FDA memorandum, the initiative was terminated for several reasons : Whi le 
counterfeit medical products were found to be an issue of significant potential importance, no specific need 
for a Commissioner's Office initiative was identified. It was felt that the Centers and ORA were the 
appropriate FDA components to deal with counterfeits. It was also claimed that with the passage of the 
FDA Modernization Act (FD AMA) in 1 997, substantial new, higher priority, responsibilities were being 
added to FDA. Ironically, on February 5, 1998, around the time the Commissioner's initiative on 
counterfeit bulk drugs was terminated. Vice President A1 Gore and the United Kingdom's Prime Minister 
Tony Blair honored the FDA- MCA team for its partnership on counterfeit drugs with the Vice President's 
Hammer Award for improving the performance of the government. 

As a result of the termination of the Commissioner initiative, many of the responsibilities from the 
Commissioner Group devolved to the Foreign Products Working Group. This group was formed to 
identify foreign active phannaceutical ingredients and finished dosage forms using a risk management system 
for sampling under CDER's Drug Product Surveillance program. However, in late 1 999 the Foreign 
Products Working Group was disbanded and the mission of recommending imported bulk drugs for 
postmaiketing surveys was absorbed into the Post Marketing Surveillance Group. On January 27, 1999, 
you, as the new FDA Commissioner, were briefed on the Counterfeit Dmg Initiative. Several general areas 
where FDA action could be taken to further reduce the risks posed by counterfeit drugs were discussed, 
mainly an ORA initiative regarding importation of bulk product and several regulatory proposals. To dale, 
very little, if any, of these actions (other than a draft workplan) have been taken. There is no record of any 
discussion on making meaningful changes to FDA's import admissibility system or on creating a criminal 
investigative task force with the U.S. Customs Service. Both of these actions would at least prevent or 
deter some counterfeit bulks from entering the U.S.. as opposed to detecting and recalling counterfeits 
already in the U.S. market. 

During the time since 1 996 that the FDA implemented some follow-up actions on counterfeit bulk 
drugs and then proceeded to downgrade the agency’s oversight priorities of counterfeit drug imports, the 
problem of adverse drug events from Long March gentamicin sulfate persisted. In the October 23, 1 998 
Morbidity and Mortality Weekly Report, the Centers for Disease Control (CDC) and the Los Angeles 
County Department of Health Services reported a succession of at least 57 moderate-to-severe endotoxin- 
like reactions (chills, rigors, feverj that occurred in the western United States over an approximately six- 
month period. These reactions were associated with the administration of endotoxin-contaminated 
gentamicin for injection manufactured by Fujisawa, U.S. A. As noted previously, Fujisawa's source for 
gentamicin sulfate was Long March Pharmaceutical. 

By September 1 998, the FDA Foreign Product Working Group had begun to target the Long 
March gentamicin sulfate issue. According to theminutesofthe September 1 , 1 998 meeting of FDA's 
Foreign Products Working Group, it was the consensus of the group to sample imported gentamicin sulfate 
because it was considered a high risk product with high volume. The justification noted a "substantial 
amount being imported by Chinee firms; not sureof results from Long March. Fujisawa's source has ADE 
(Adverse Drug Event) problems." 
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InNovember 1 998, one ofthe first hospitals to report the problem (University ofNew Mexico) 
again experienced a series of patient reactions when using Fuj isawa's gentamicin injection. The hospital 
reported that no reactions occurred when they used gentamicin made by other manufacturers. F ujisawa, 
U.S.A. (which was purchased by American Pharmaceutical Partners, Inc. (APP) in June 1998) notified 
the FDA of an increase in the number ofreports of chills, rigors and fever with their gentamicin intravenous 
product. As of November 19, 1998, APP received 38 adverse event reports involving 66 patients. 
Subsequent investigation by the CDC and the FDA eventually led to issuance of a Dear Health Professional 
letter and voluntary withdrawal of gentamicin sulfate by APP on November 30, 1998. 

A few sporadic reports were received in early December 1 998, generally with APP's product, 
although two reports were with ESI Lederle's product that also used Long March as the source. In May 
1 999 FDA was notified of a cluster of adverse events occurring in Denver, Colorado with ESI Lederle's 
product. Additional reports continued to be submitted, including several clusters ofreports of individual 
institutions. OnJune28, 1999, ESI Lederle and, on August 17, 1999, APP, respectively, voluntarily 
withdrew lots of gentamicin sulfate associated with higher than expected incidence of adverse events. 
During July and August 1 999, the United States Pharmacopeia Practitioners' Reporting Network received 
five reports, involving eight patients, describing pyrogen-like adverse reactions to gentamicin sulfate 
injection. Fourpatients receii'ed an ESI Lederle gentamicin product and four patients an APP gentamicin 
product. 

On September 7, 1999, FDA recommended an import alert for Gentamicin Sulfate Active 
Pharmaceutical Ingredient manufactured by Long March ofSichuan, Cliina. Significant evidence was cited 
in support of this import alert: A "for cause" FDA inspection conducted August 3-9, 1 999 revealed 
numerous significant deviations from Good Manufacturing Practices (data integrity, process consistency, 
manufacturing practices and documentation, water system monitoring and control, laboratory controls); 
Long March was the sole supplier of the Gentamicin API used to manufacture APP Gentamicin for 
inj ection which, when administered, resulted in at least 70 pyrogenic reactions reported as Adverse Drug 
Events; Fujisawa withdrew approximately 66 lots from the market due to the ADEs; FDA laboratory 
testing revealed one or more vials from six lots ofgentamicin for injection manufactutered by APP did not 
meet the endotoxin specification and each of these lots were manufactured by Long March; on June 1 5, 
1 999, ESI Lederle withdrew 20 lots manufactured by Long March which were consistently reactive to 
endotoxin; APP's rabbit pyrogen testing showed four of nine lots failed the pyrogen test; ESI Lederle 
concluded three batches of Long March gentamicin were pyrogenic. 

In the September 8, 1 999 issue of the JOURNAL OFTHE AMERICAN MEDICAL ASSOCIATION, you 
published a statement concerning endotoxin-like reactions to gentamicin sulfate: "Since the start of 1998, 
FDA and CDC have received approximately 1 30 reports of endotoxin-like reactions - characterized by 
fever, rigors, and/or hypotension - following inuavenous administration of two brands of gentamicin sulfate. 
About 70 ofthe reported cases were temporally associated with once daily dosage of one product that was 
voluntarily withdrawn from the market in December. The otherproduct, also voluntarily withdrawn, was 
associated with more than 60 endotoxin-like reactions reported this year. FDA is investigating these 
cases." 
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At the December 3, 1999, Parenteral DrugAssociation (PDA) Annual Meeting, Dr. Mary M. 
Fanning, Associate Director for Medical Affairs, Office of Generic Drugs, CDER- FDA, presented 
"Endotoxin-Like Reactions Associated with Once Daily Dosing of Gentamicin, An Off-Label Use." She 
noted that for gentamicin adverse events May 1 998 - August 1999, there were 210 adverse events 
involving 149 patients; both firms making gentamicin used the same bulk drug supplier (Long March 
Pharmaceutical); typical reaction was fever and/or chills, rigors or shivering within 3 hours of the start of 
infusion; however, 3% were severe reactions, including 1 hypotensive shock requiring resuscitation, 1 
intubated, 1 pulmonary edema, 2 admitted to intensivecare. She had three conclusions: "Etiology traced 
to multiple problems in the production of the bulk drug including but not limited to endotoxin; Once Daily 
Dosing in this case unmasked the bulk drug problem; OffLabel Use that involves dosing changes may lead 
to unexpected adverse events due to higher concentrations of impurities or inactive ingredients in a unit 
dose." 


In January 2000, FDA submitted additional adverse event report information on gentamicin to the 
Committee. Thoserecords showed gentamicinadverseevents from May 1, 1999to January 1 1,2000 as 
follows: 254 total, 1 7 deaths, and 202 serious events. To the extent the names of companies are identified 
in the reports, ESI Lederle product was involved in many of these reports. Fujisawa product is also 
mentioned. 

I am concemai that Long March bulk dmgs and/or counterfeit gentamicin sulfate from Cliina may 
still be entering the U.S. healthcare deli very system. First, it is clear that Long March is still motivated to 
ship gentamicin sulfate into the U.S. notwithstanding the import alert. FDA records show a shipment of 
LongMarch gentamicin sulfate wasdetained in NewYorkonMarch 1,2000. Second, FDA'simport 
alert covers Long March gentamicin sulfate but does not appear to reach all Long March products 
imported to the U.S. even though FDA has identified data integrity and GMP issues that would be 
applicable to other products. For example. Long March is the approved source for streptomycin sulfate 
foraU.S.firm. Third, FDAinvestigationsinFall 1999 indicated that gentamicin sulfateshipped to the 
U.S. and labeled as Long March appears to have been manufactured by another Chinese firm that FDA 
has in fact identified. It is a firm that the FDA has never inspected and has no listing. This is confirmed by 
certain documents that FDA has obtained. (Since this may still be an open matterthe Committee will 
withhold identity of the firm). The suspicion is also strengthened by FDA's forensic evidence that 
substantiates chemical differences among the various Long March samples of gentamicin sulfate. 
Nevertheless, there is little evidence that FDA is actively investigating this lead. Fourth, limited FDA 
laboratory testing indicated similarities between Long March samples and yet another Chinese firm which 
FDA has yet to inspect and further investigate. (Since this may still be an open matterthe Committee will 
withhold identity of the firm). Fifth, FDA received an allegation in November 1 999 that Long March may 
have sold gentamicin sulfate to a particular foreign country and re-exported to the U.S. Sixth, the Long 
March import alert can be circumvented by labeling the gentamicin sul fate for non-phamiaceutical use. As 
a 1 999 FDA Work Plan memorandum on counterfeit drugs noted: "While the [FDA's] Electronic Entry 
Processing System (EEPS)/Operational and Administrative S>^tem for Import Support (OASIS) identifies 
which products are subject to these alerts based on the coding entered into the system by the broker, if the 
code used varies slightly, or the name of the supplier changes, or the country of origin changes, these items 
may be released for distribution without any examination." An FDA official has also noted that 
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circumvention is widely known and successful because ofthe workload and lack of sophistication with 
many of the import investigator. That same FDA commentator observed: " [T]he Import Alert system is 
also broken to the point that major basic changes are needed, not a Band Aid." 

The serious weaknesses in the import system appear to leave America largely vulnerable to 
imported counterfeit, substandard, contaminated or poisoned products. The Drug Registration and Listing 
System provides information on foreign pharmaceutical manuf^turers based on the statutory requirement 
that they list the drug products they ship to the U.S. TheDmg Listing System is currently used to determine 
the admissibility of imported pharmaceutical products. However, anyone can obtain a drug listing. As a 
draft FDA 1999 Work Plan on Counterfeit Drugs noted: 

"The use ofthe system as asole decision maker for admissibility has serious weaknesses. The 
system does not ensure that authentic sources or authentic material as described in new drug 
applications is in fact being offered for admission. 

The drug listing database does not interface with the Compliance Status Information System 
(COMSAT) which provides the acceptable or unacceptable compliance status of foreign 
manufacturers based on the results of the CGMP [Current Good Manufacturing Practices] 
inspections. As aresult, FDA cannot easily match foreign manufacturers who have "listed" with 
their compliance status. The Drug Listing database also does not interface with OASIS to assist 
import officers by automatically comparing manufacturers and pharmaceutical products offered for 
importation. FDA has initiated apilot program to provide import inspectors access to the EES 
[Establishment Evaluation System] system." 

As one FDA official noted in response to the draft workplan: "[Ujse of EES to partially deal with 
shortfall may even be optimistic - compounded with the workload and lack of sophistication in much ofthe 
import investigator domain, . . the agency wil 1 need to make major changes in order to hope to cope with 
this growing problem." 

For the above-mentioned reasons, I believe there is a sufficient basis to suspect that counterfeit or 
unapproved drugs, such as gentamicin sulfate, are still entering the U.S. directly from China, or indirectly 
through European sources. 

The public health implications ofthe FDA’s inability to control counterfeit bulk drug imports such 
as gentamicin sulfate are enormous. As the draft 1999 Work plan noted, counterfeit bulk drugs: 

"pose a real orpotential health hazard because their manufacturer is often unknown. The fact that 
the manufacturer is unknown means that there is no product history. Therefore, the safety and 
efficacy ofthe product cannot be assured, the impurity profile is unknown and the age, the storage, 
the manufacturing environment, or the synthesis of the product cannot be determined. Tlie failure 
to have a product history is also important because if the counterfeit product is not manufactured 
in accordance with Good Manufacturing Practices (GMPs) this can negatively impact the quality 
of the finished product since no amount of finished product testing can build quality into the 
product. Moreover the failure to have a product history means that research development efforts 
and the clinical trials done by legitimate pharmaceutical product manufacturers are negated. 
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In addition, it would be virtually impossible to conduct a recall of defective or harmful product. It 
could also have direct impact on the safety and effectiveness of approved products because patients might 
decline to take medicine and suffer adverse events for fear of taking acounterfeit product or a counterfeit 
dmg used in combination with an approved drug. It would also have a direct impact on the integrity of the 
adverse drug event reporting system. 

Given the strong public health interests, please provide by June 22, 2000 a plan to the Committee 
of how FDA will link admissibility of imports of bulk dmgs with GMP comp liance and a plan to create a 
criminal investigative task force with the U.S, Customs Service on counterfeit bulk drugs. In addition, 
please provide by May 22, 2000: 

1 . Please detail the actions (and the deadlines for implementing these actions) the FDA will take to 
minimize the possibility of imported counterfeit gentamicin sulfate fiom China being shipped into 
the U.S. For example, will FDA extend the import alert to cover all Long March products? Will 
FDA investigate firms suspected of manufacturing counterfeit, unapproved or substandard 
gentamicin sulfate? 

2. Please identify all imported bulk drugs currently targeted for FDA sampling and surveillance. 
Include the name of the rnanufacmrer, the country, all of the criteria used for sample targeting, and 
the criteria that the individual targeted drug actually met. Please identify all imported bulk drags 
where FDA has evidence of suspected counterfeiting. Include the name of the manufacturer, the 
country, the product, and the basis for suspected counterfeiting (discrepancies in labeling, 
certificates of analysis, etc.). 

3 . All records relating to data from the OASIS system on the following: the number of ports of entry 
into the U.S., the number of FDA import investigators total and at each of port of entiy, the number 
of firms in the official domestic establishment inventory (with a breakout for the number of domestic 
human dmg firms), the number of firms in the official foreign establishment inventory, the number 
of firms in the foreign establishment inventory that have imported to the U.S. since the beginning 
of FY 98. a breakdown of the foreign establishment inventory by product category (medical 
devices, radiological health, biologies, human drugs, animal dmgs, animal feed, cosmetics, food, 
etc.), list of foreign dmg manufacturers that have shipped to the U.S. but have no dmg listing; the 
number of foreign dmg manufacturers that have shipped to the U.S. but have never been inspected 
by the FDA (include a breakdown for China and India). 

4. Can OASIS import data now be electronically cross-referenced with inspection data from the 
COMSTAT and OCFITS (Office of Compliance Foreign Inspection Tracking System) 
databases? If so, provide the number of foreign dmg manufacturers exporting to the U nited States 
that have not been inspected by the FDA in at least seven years. 

5 . Of the the total number of foreign drag manufacturers shipping to the U. S. since the beginning of 
FY 98, what is the most accurate estimate that FD.A can provide in terms of percentage of this total 
that represents the firms that FDA data bases called COMSTAT and OCFITS have information 
on? 
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6. CDER collects data from firms that are inspected, and can use OCFITS data to track and analyze 
trends in types of GMP violations by product, firm, country, etc. Please provide any reports since 
May 1 , 1998 that have used OCFITS data to substantiate trends in GMP violations. 

7. In those cases where the shipments are to the U.S. broker that is not the final consignee or to a 
warehouse not belonging to the final consignee, the final consignee may not be apparent from 
documents and computer systems at time of entry. Does FDA have any realtime capability at port 
of entry to determine which domestic manufacturer is receiving the foreign drug product? Assuming 
that such identification of the final consignee, if needed, could be determined by tracing the product 
through the distribution channels by investigations of the consignee of record, has FDA ever 
conducted such investigations since the beginning of FY 98? If so, please provide the name of the 
product, the name of the broker or agent, the name of the final consignee, and the date of the 
investigation. Does FDA require a letter from tlie final consignee finished-dosage manufacturer or 
enduser authorizing use of the imported product in the New Drug Application? If not. should there 
be such a requirement? 

8. What information is accessible in FDA databases that would indicate a registered foreign 
manufacturer that is importing bulk drugs to the U.S. is in compliance with Good Manufacturing 
Practices (GMPs)? Is such information currently accessible in realtime for FDA import 
investigators at the ports? Is any such GMP information at least stratified by risk, i.e.. does FDA 
even have a product history for sterile injectable drugs imported into the U.S.? If there is no 
information retained or accessible, please detail FDA plans to develop such a database. 

9. How do GMP compliance rates between domestic human drug firms compare with foreign human 
drug firms? What information does FDA believe is needed to make a valid comparison on 
compliance rates and is such information collected? 

1 0. All records relating to assessments ofFDA information technology for import operations since May 
1, 1999. 

1 1 . How many notifications of suspect counterfeit bulk human drugs from the Forensic Chemistry 
Center(or any other component from FDA) have been received by the FDA's Office of Criminal 
Investigations (OCI) since May 1, 1996? Please provide all records relating to these notifications 
for closed investigations. Has OCI opened any investigations concerning counterfeit bulk human 
drugs since May 1 , 1 996? Please indicate those cases where OCI was the first law enforcement 
agency to open up the investigation. Out of this total number of opened investigations on 
counterfeit bulk human drugs, how many resulted in referrals to the Justice Department, 
indictments, arrests, and convictions? Forpurposesof this response, "referral" means not only 
when the United States Attorney's Office (US AO) creates a file or "jackets" the case in their office, 
but also includes when the US AO declines to prosecute or when the US AO approves electronic 
surveillance. Please also indicate those cases where other law enforcement agencies are involved. 
How many of these opened investigations are still open? In how many of these opened 
investigations did the United States Attorney’s Office decline prosecution? How many of these 
opened investigations were joint investigations with the U.S. Customs Service? 
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1 2 . What is the criteria that the FDA's Office of Criminal Investigations uses to determine whether it 
it is appropriate to share information on counterfeit bulk drugs with FDA employees outside of 
OCI? If the criteria is based on factors such as whether "the information was obtained pursuant 
to a criminal investigation," please define such factors. Is the appropriateness of sharing this 
information discretionary to the OCI investigator or is this decided by OCI management? Does 
OCI have a policy against OCI investigators sharing information of public health concern to other 
FDA employees? Is this policy in writing? On what date did this policy (either in written form or 
unwritten form) go into effect? Has this policy ever been altered? If so, what were the changes 
and when did they go into effect? Under what circumstances, if ever, would such sharing of 
information by an OCI investigator to an FDA employee be considered an unauthorized disclosure 
of information? Under what circumstances does the interest in preserving the confidentiality of a 
criminal investigation outweigh the interests in timely sharing public health information that could 
save lives and prevent injuries? 

13. All records relating to reports provided since January 1, 1999 to FDA's Office of Criminal 
Investigations on counterfeit bulk dmgs. 

14. All records relating to communications since January 1, 1999 between the FDA and the U.S. 
Customs Service concerning counterfeit bulk drugs. 

1 5. Does FDA have an affirmative duty to warn U.S. drug companies who are believed by FDA to 
be innocently receiving suspected or known counterfeit ingredients? If there is such an affirmative 
duty and FDA failed to warn, would FDA be liable under the Federal Tort Claims Act? 

Please note that, for the purpose of responding to these requests, the terms ’‘records” and “relating” 
should be interpreted in accordance with the Attachment to this letter. 

Thank you for your assistance. If you have any questions, please contact Alan Slobodin of the 
Committee staff at (202) 225-2927. 


Sincerely, 



cc: The Honorable John D. Dingell, Ranking Member 


Attachment 
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ATTACHMENT 

1 . The term “records” is to be construed in the broadest sense and shall mean any written or graphic 
material, however produced or reproduced, ofany kind or description, consistingofthe original 
and any non-identical copy (whether different from the original because of notes made on or 
attached to such copy or otherwise) and drafts and both sides thereof, whether printed or recorded 
electronically or magnetically or stored in any type ofdata bank, including, but not limited to, the 
following: correspondence, memoranda, records, summaries of personal conversations or 
interviews, minutes orrecordsofmeetings or conferences, opinions or reports of consultants, 
projections, statistical statements, drafts, contracts, agreements, purchase orders, invoices, 
confirmations, telegraphs, telexes, agendas, books, notes, pamphlets, periodicals, reports, studies, 
evaluations, opinions, logs, diaries, desk calendars, appointment books, tape recordings, video 
recordings, e-mails, voice mails, computer tapes, or other computer stored matter, magnetic tapes, 
microfilm, microfiche, punch cards, all other records kept by electronic, photographic, or 
mechanical means, charts, photographs, notebooks, drawings, plans, inter-office communications, 
intra-office and intra-departmental communications, transcripts, checks and canceled checks, bank 
statements, ledgers, books, records or statements of accounts, and papers and things similar to any 
of the foregoing, however denominated. 

2. The terms “relating,” “relate,” or ‘Yegarding” as to any given subject means anything that 
constitutes, contains, embodies, identifies, deals with, or is in any manner whatsoever pertinent to 
that subject, including but not limited to records concerning the preparation of other records. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


R»d and Drug Administration 
Rockviaa MO 20357 


MAT I 2 2000 


The Honorable Thoiaas J. Bliley, Jr. 

Chairman 

Committee on Commerce 

U.S. House of Representatives 

Washington, D.C. 20515-6115 

bear Mr. Chairman: 

Thank you for your letter of May 8, 2000, regarding the Food 
and Drug Administration's (FEA or the Agency) activities 
related to the investigation of counterfeit bulk drugs. 

We are preparing a full response to the cfaestions you have 
posed in your letter. In the interim, however, we would like 
to respond generally to your conclusion that the American 
public is "vulnerable to dangerous drugs from abroad" and 
clarify the regulatory situation as it applies to gentamicin 
sulfate. 


FDA takes allegations of possible counterfeiting or other 
types of adulteration of drug products very seriously. The 
overall quality of drug products in this country, however, 
is very high, and we do not view pharmaceutical quality 
as a source of major risk. Further, prescription drugs 
manufactured from imported bulk drugs are not the major 
source of adverse events. The great majority of adverse event 
reports in the United States (U.S.) are the result of known 
side effects of drugs . 

It is crucial to distinguish between counterfeit drug products 
and products that are contaminated or otherwise improperly 
manufactured. While each of these conditions may pose a 
threat to public health, counterfeiting is a quite different, 
and much more rare, occurrence in the drug manufacturing 
industry. A counterfeit drug includes a drug which identifies 
itself as the product of a drug manufacturer, processor, 
packer, or distributor other than the actual manufacturer, 
processor, packer, or distributor of such drug, FDA 
investigates both sources of health risks diligently. 
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While there may be important issues with regard to counterfeit 
drugs, FDA takes frequent regulatory actions on the full range 
of manufacturing issues affecting drug quality. FDA has many 
safeguards in place to detect contaminated or improperly 
manufactured products. Including sample testing, inspection of 
foreign and domestic firms, and enforcement of current good 
manufacturing practice (CGMP) standards. These activities 
will often expose evidence of counterfeiting, where it has 
occurred. 

The Agency is on top of the situation with regard to 
gentamicin sulfate. FDA began receiving clusters of Adverse 
Drug Experience (ADE) reports beginning in May 1998 describing 
pyrogenic reactions {mainly chills or rigor and fever; some 
with other symptoms) with gentamicin sulfate manufactured by 
two D.S. establishments. 

Two market withdrawals of all lots of gentamicin took place 
in November 1998 and June 1999, based on the receipt of these 
reports of pyrogenic reactions. The vast majority of these 
cases were in patients receiving gentamicin in dosing regimens 
not approved by FDA. There have been no known deaths reported 
with these pyrogenic reactions. 

Your letter cited 17 deaths reported to the Agency from 
May 1, 1999 to January 11, 2000. Our analysis has revealed 
that of the 17 reports, five were duplicative, seven were for 
foreign incidents, and five were domestic. In only one of the 
five domestic reports was the manufacturer of bulk gentamicin 
sulfate identifiable as Long Match Pharmaceuticals. This case 
occurred in July 1999, and was reported to FDA in December 
1999. It involved a 20-day old premature male infant 
suffering from numerous conditions including respiratory 
syncytial virus. The ADE occurring in the other four domestic 
cases was renal dysfunction, which is a known side effect of 
gentamicin. These were seriously ill patients and the cause 
of death was not stated in these cases. We cannot conclude 
that Long March bulk gentamicin contributed to these five U.S. 
deaths, although the relationship cannot be absolutely ruled 
out. 

In August 1999, a FDA inspection team made up of Office 
of Regulatory Affairs and Center for Drug Evaluation and 
Research personnel conducted an inspection at the Long March 
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Pharmaceuticals manufacturing plant in Sechuan, China. 
Deficiencies were found in the establishment's manufacturing 
controls; however, no direct link was established between 
these deficiencies and the ADEs reported on gentamicin 
sulfate. 

FDA issued a Warning Letter to Long March Pharmaceuticals 
based on deficiencies in CGMP standards and issued an Import 
Alert in September 1999, recommending that FDA district 
offices detain without physical examination Long March 
gentamicin sulfate. 

Since the import alert was Issued, FDA' s Operational and 
Administrative System for Import Support (OASIS) shows 
two attempted entries of gentamicin sulfate from Long March 
Pharmaceuticals. Although one shipment in December 1999, was 
erroneously entered into the OASIS system as Long March- 
produced gentamicin, subsequent investigation has revealed 
that the shipment was not in fact a Long March product. The 
other attempted entry, in February 2000, was detained and 
refused admission. 

The increasingly global nature of pharmaceutical commerce is 
stretching FDA's safety net — foreign inspections are 
resource intensive, expensive, and more complicated than 
domestic inspections. Therefore, FDA must continue to be 
vigilant in its program for detecting all types of problems, 
which result in the manufacture of substandard drugs. 
Additionally, we will voik cooperatively with Congress to help 
obtain the resources necessary to adequately perform our 
oversight functions. 

We are working on a full response to the specific cpiestions in 
your May 8 letter. We will be happy to work closely with the 
Committee as it examines FDA's regulatory role with regard to 
imported pharmaceutical products. 

Sincerely, 

Melinda K. Plaisier 
Associate Commissioner 
for Legislation 


cc: The Honorable John D. Dingell 
Ranking Minority Member 
Committee on Commerce 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


MAT 3 I ZDB 


Food and Drug Administration 
Rockville MD 20857 


,The Honorable Tom Bliley 
Chairman 

Committee on Commerce 
House of Representatives 
Washington, D.C, 20515 

Dear Mr. Chairman: 

This is in further response to your letter of May 8, 2000, 
regarding the Food and Drug Administration's (FDA or Agency) 
activities related to the investigation of counterfeit bulk 
drugs . 

As we stated in our letter of May 12, we are preparing a 
response to the 15 questions or requests, and will provide it 
to the Committee as quickly as possible. In addition to the 
specific requests or questions, you raise a number of 
allegations and concerns in your letter. We want to respond 
at this time to a number of those concerns and allegations. 

For your convenience, we will restate your concern with a page 
citation, followed by our response. 

"It appears that the FOA has so far failed to take all of the 
necessary steps to upgrade its import system and to adequately 
investigate the criminal shipping of counterfeit drugs into 
the U.S. healthcare delivery system." (Page 2) 

Mr. Chairman, FDA does have in place a regulatory system, 
which includes requirements for ensuring the quality of active 
pharmaceutical ingredients imported into the United States. 

The drug approval process requires manufacturers to identify 
definite sources of active pharmaceutical ingredients for use 
in manufacturing dosage forms. The identified active 
pharmaceutical ingredient manufacturer's satisfactory 
compliance with Good Manufacturing Practice (GMP) regulations 
is part of the approval consideration for the dosage form. 
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A dosage form manufacturer using active pharmaceutical 
ingredients is required to take actions to ensure the quality 
of these ingredients, including identifying and verifying the 
source of the materials accepted for manufacture, testing the 
active pharmaceutical ingredient, and/or utilizing a 
certificate of analysis verified on a regular basis along with 
a specific identity test. The finished dosage form 
manufacturer has the responsibility to use active ingredients 
from approved sources and to ensure that the active 
ingredients meet test specifications before incorporation into 
finished dosage form pharmaceuticals. FDA, as part of its 
regular drug GMP inspection program, assures during 
inspections of dosage form manufacturers that these 
requirements are met . 

There certainly are steps the Agency can take to strengthen 
its foreign inspection/ import program, and we look forward to 
discussing this with the Committee at the June 8 hearing. 

"Although I requested in 1998 virtually all docvunents relating 
to the Flavine case and the FDA provided these documents, the 
Committee has no information indicating what OCI or CDER ever 
did in 1994 with the data on gentamicin sulfate." (Page 2) 

While there may not have been emy documents to specifically 
reflect the Agency's actions with respect to gentamicin 
sulfate, FDA carefully considered the data from 1989 through 
1994. 

Gentamicin is an aminoglycoside antibiotic that is used to • 
treat serious and life-threatening infections. Although the 
drug can also be used in healthy individuals for prevention of 
infection, it is generally given to patients who are very 
sick. Therefore, with the use of gentamicin sulfate, reports 
of death and hospitalization are expected due to either the 
underlying disease and/or infection which is being treated 
with gentamicin, or to known gentamicin adverse events 
including renal failure and ototoxicity. 

Gentamicin is supplied as premixed intravenous bags (80 
percent of the product on the market) and as vials of 
concentrated drug (20 percent of the product on the market) . 
The adverse events reported for gentamicin involved only the 
vial manufacturers . 

As you jcnow, FDA's Adverse Event Reporting System (AERS) is a 
spontaneous reporting system. The main utility of a 
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spontaneous reporting system is to provide signals of 
potential drug safety issues. The system applies to newly- 
approved drugs whose safety profiles are not yet fully known 
as well as all marketed products. For older drugs, safety 
signals sometimes emerge when there is a change in the use 
profile of the drug or when a product problem occurs, such as 
the pyrogenic reactions that began to be reported for certain 
gentamicin products in May 1998. Such reports then trigger 
further investigation by FDA into a safety issue. Once a 
safety issue is identified, AERS is again utilized to search 
for other similar cases; these cases must then be given a 
hands-on review to determine the significance and/or strength 
of the potential safety signal. Examining AERS raw data only 
is not sufficient for this purpose. 

You reference 49 deaths that were reported to FDA beginning in 
1989 through August 16, 1994. These were raw counts for all 
reported gentamicin adverse events from any source. When the 
reports were retrieved and individually examined, it was 
discovered that one was not a death, nine occurred in foreign 
countries and seven are duplicate patient cases. Of the 29 
U.S. patient cases, the manufacturer of the gentamicin was 
identified in 13 cases and narrowed down in two additional 
cases . Renal dysfunction or failure was the gentamicin 
adverse event in 18 (62 percent) of the death cases. The 
cause of death was stated in 16 of the cases; the gentamicin 
adverse event was thought to contribute to the patient's death 
in ten. 

Because gentamicin sulfate is a product used in very ill 
patients, these reports of deaths, whether due to the 
underlying disease or to )cnown adverse reactions to 
gentamicin, were not unusual or more frequent than would be 
expected. These reports were also consistent with reports 
received for similar drug products such as Tobramycin. 

As FDA was receiving these Adverse Drug Event (ADE) reports 
on gentamicin, the Agency was also continuing to pursue the 
Flavine investigation, which included an examination of 
whether and the extent to which counterfeit gentamicin had 
been distributed into the manufacturing chain. The 
information on ADEs was discussed by FDA's Center for Drug 
Evaluation and Research (CDER) , the Office of Criminal 
Investigations (OCI) , the Office of Chief Counsel and the 
Office of Consumer Litigation at the Department of Justice in 
order to explore whether it had any bearing on this continuing 
investigation. Ultimately, it was decided that since all the 
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product was long expired by the time it was discovered by FDA 
in 1994 (the API was manufactured in 1988 and 1989 and shipped 
to the manufacturer in 1989) , there was nothing the regulatory 
side of FDA could do at that time. Smith and Nephew (later 
Solopa)c Corp.) officials told OCI that the 50 kilogram 
shipment of suspected counterfeit gentamicin sulfate that was 
manufactured in 1988 through 1989 had long since been 
distributed by this company and had also been long since 
expired. In fact, the company no longer had any samples of 
this particular shipment on hand. 

"Notwithstanding the guilty pleas and the admissions to 
federal investigators, FDA failed to de-bar Flavine 
International emd the defendants in the Flavine case.” 

(Page 2) 

After the company and certain of its officials pled guilty to 
various charges in March 1996, FDA felt that the penalties 
imposed on the company and certain managers and employees 
provided appropriate sanctions and a significant deterrent to 
future wrongdoing. Flavine Corporation was fined a total of 
$925,000 for violation of 18 USC 371, while Gerd Weithause, 
owner of the company, was fined $75,000 and sentenced to 24 
months confinement. Seven other employees were given various 
sentences ranging from a $25,000 fine to pre-trial diversion. 
It should also be noted that the violative behavior for which 
Flavine and its officials were convicted were not the types of 
charges related to product applications for which FDA normally 
debars companies or individuals. 

•Significantly, an OCI agent wrote the Report of Investigation 
(ROD covering admissions by Flavine officials that 
counterfeits were supplied to the human generic drug industry. 
However, that ROI made no mention of any planned follow-up to 
the generic drug companies to make certain no products made 
from counterfeits were still on the market." (Page 2) 

The only human drug manufacturer that received what was 
believed to be counterfeit gentamicin was Smith and Nephews 
(which became Solopak) . A grand jury subpoena issued for that 
company's records determined that the entire product had been 
used in the manufacture of finished product that was long 
distributed and expired by the subpoena date. Follow-up 
inspections were made at plants that allegedly received other 
counterfeit bulk pharmaceuticals from Flavine International. 
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On the bottom of page 2 and top of page 3, you refer to a 
Hay 15, 1996 memo from em OCX agent to an OCX Special Agent in 
Charge (SAC) and a memorandum from a n.S. Customs Service 
agent. You then state, "As a result of the U.S. Customs 
Service agent's memorandum, the U.S. Customs Service agreed to 
fund a Counterfeit Drug Initiative. Xn contrast, the 
Committee has no evidence that OCX management took any action 
in response to the May 15, 1996 memorandum, including 
authorizing joint efforts with the D.S. Customs Service on its 
Counterfeit Drug Initiative." 

The SAC provided the May 15, 1996 memo to OCI headquarters, 
and because the memo contained regulatory recommendations, it 
was forwarded to the Associate Commissioner for Regulatory 
Affairs for consideration. The memo's recommendation to 
establish the Metro Washington Field Office as the primary 
point of contact for counterfeit or unapproved bulk drugs was 
not considered to be viable or necessary. OCI relied on FDA's 
Forensic Chemistry Center (FCC) , Consumer Safety Officer 
investigators and inspectors, and the U.S. Customs Service 
(Customs) to provide information concerning suspect 
counterfeit bulk drugs entering the U.S. If specific 
information regarding counterfeit bulk drugs had been 
developed, it would have been referred to OCI headquarters and 
criminal investigations would have been initiated in the 
appropriate venue to be worked jointly with the U.S. Customs 
Service. At the time, there were neither specific allegations 
concerning bulk counterfeit drugs, nor any concern of a 
systemic problem. The Agency decided that a task force for a 
counterfeit bulk drug initiative was not needed in the absence 
of actual allegations or cases for such a task force to work. 

With respect to the possible authorization of a joint 
counterfeit drug initiative with the U.S. Customs Service, 
while Customs did receive some additional funding for the 
Flavine investigation, at the conclusion of the investigation, 
the Customs Service agent working the Flavine case was 
assigned to other matters. Our understanding from Customs is 
that there were no specific additional leads to follow 
concerning counterfeit bulk drugs subsequent to the Flavine 
related investigations. We are also unaware of any later 
investigative initiatives by Customs regarding counterfeit 
bulk drugs. 

OCI has been in the past, and is currently, fully engaged in 
working numerous criminal investigations with the U.S. Customs 
Service involving human and animal drugs, medical devices, and 
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foods. If a counterfeit bulk drug is identified through 
foreign inspections, FCC's analysis of bulk pharmaceuticals 
and their packaging, or intelligence information from drug 
manufacturers or other sources, CX:i is fully prepared to work 
with the U.S. Customs Service and other law enforcement 
agencies . 

In 1997, OCI began to coordinate international efforts aimed 
at identifying, investigating, and prosecuting pharmaceutical 
crime through liaison with international efforts that had been 
formed by the Forensic Chemistry Center. In 1998, OCI 
formally established a liaison with its international 
counterparts within the Medicines Control Agency (MCA) in the 
United Kingdom and the German National Police, 

Bundeskriminalamt (BKA) . This collaborative effort of sharing 
criminal intelligence has now grown into the Permanent Forum 
on International Pharmaceutical Crime (PFIPC) . This working 
group is an international enforcement forum aimed at 
exchanging intelligence and ideas to foster mutual cooperation 
in combating pharmaceutical crime. The following countries 
have representatives on this forum: USA, United Kingdom; the 
Republic of Ireland, Northern Ireland, Spain, Germany, Canada, 
Singapore, Brazil, Belgium, South Africa, the World Health 
Organization and the World Customs Organization. The PFIPC 
meets once a year and facilitates ongoing dialogue among 
member nations throughout the year. 

OCI also meets regularly with the Security Directors of the 
various pharmaceutical manufacturers. Discussions are held 
regarding the most productive ways to enhance cooperation by 
exchanging information and providing assistance during future 
investigations . 

Your letter describes an August 1996 memorandum from the 
Forensic Chemistry Center and other activities related to 
establishing an agency-wide initiative on counterfeit drugs, 
and asserts that "by January 1998, the Commissioner's 
initiative on counterfeit bulk drugs was terminated." (Page 4) 

Then-Commissioner David Kessler did ask the Office of 
Operations to coordinate an Agency-wide Working Group on 
counterfeit bulk drugs. However, it was decided by late 1997 
that there was no specific need for a Commissioner's Office 
initiative and that the Centers and ORA were the appropriate 
FDA components to deal with counterfeits as part of their on- 
going responsibilities. As your letter acknowledges, a number 
of actions occurred, including the development of an "action 
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items" list, the establishment of a pilot study to make ODER'S 
Establishment Evaluation System (EES) database available to 
import inspectors, and the initiation of a cooperative effort 
with the United Kingdom's Medicines Control Agency. 

Other accomplished initiatives from the action items document 
include the following; 

• Specialized training was provided to field investigators in 
performing API inspections. 

• API inspections were conducted at 15 finished dosage 
manufacturers and three bulk pharmaceutical factories in 
China as a follow-up to the Flavine investigation and 
samples were collected for FCC evaluation. 

• FDA personnel met with key pharmaceutical company 
representatives to share information on counterfeiting and 
related issues. 

From 1993 through the present time, the FCC has been an active 
participant in the Agency's counterfeiting activities. FCC 
has developed new methodologies to differentiate selected 
manufacturing sources of the following list of active 
pharmaceutical ingredients (APIs) : 

Acyclovir 
Albuterol Sulfate 
Amoxicillin 
Atenolol 
Captopril 
Cefachlor 
Cephalexin 
Cimetidine 
Cypropheptadine HCI 
Diazepam 
Dipyridamol 
Doxepfin 

Doxycycline Hyclate 
Erythromycin (various forms) 

Some of these methodologies were developed in conjunction with 
laboratories participating in the international laboratory 
group. Work on several other APIs is in progress. 

Notable outcomes of this analysis program include the 
following; 


Ethinyl Estradiol 

Fluphenazine 

Fluoxetine 

Gentamicin Sulfate 

Indomethacin 

Ketoprof en 

Nifedipine 

Penicillin (various forms) 

Phenytoin Sodium 

Pindolol 

Ranitidine 

Trimethoprim 

Verapamil 
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During analyses conducted at the FCC and another ORA 
laboratory, impurities and endotoxins were tested in an effort 
to assist ODER in investigating and identifying the cause (s) 
of increased adverse event reports concerning gentamicin 
sulfate injections. Discrepancies were noted in various 
samples of Long March gentamicin bulk, which were reported to 
the FDA District Office leading the follow-up investigation of 
the gentamicin finished dosage form (the injectable form), as 
well as to OCI, the Division of Emergency and Investigative 
Operations (DEIO) and ODER Office of Compliance in January 
1999. Higher impurity levels noted in Long March gentamicin 
compared to other manufacturers were reported during regularly 
scheduled conference calls concerning the ADEs. 

In February of 1999, CDER reviewers were notified by FCC that 
acyclovir manufactured by a foreign source had high impurities 
compared to other sources. CDER had been considering the 
foreign source for possible approval. As a result of the FCC 
report, acyclovir from this source was not approved for 
marketing in the U.S. 

A database of information on API packaging, labeling, 
closures, certificates of analysis, etc., being developed by 
FCC currently lists information for more than 400 APIs from 
foreign manufacturers. This information is being developed 
and can be made available to import inspectors and 
investigators and could provide leads on foreign source 
suppliers that do not match a known profile. 


"During the time since 1996 when FDA implemented some follow- 
up action on counterfeit bulk drugs and then proceeded to 
downgrade the agency's oversight priorities of counterfeit 
drug inports, the problem of adverse event from Long March 
gentamicin sulfate persisted.” (Page 4) 

In fact, the adverse events from Long March gentamicin did 
not occur in the time frame beginning in 1996 that you cite. 
FDA first learned of an increase in ADEs in 1998 and took 
■appropriate action in responding to those reports. In May 
1998, Fujisawa contacted FDA's Office of Generic Drugs about 
several reports of unusual adverse events associated with 
Gentamicin used in an off-label dosing regimen. The approved 
dosage of Gentamicin is 3 to 5 mg/kg/day given in three 
divided doses. Once daily dosing (ODD), in which a total 
daily dose of 5 to 7 mg/kg/day is given as a single dose, is 
an off-label use introduced in the early 1990s to minimize 
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toxicity. Recent surveys indicate that ODD is used widely by 
up to 75 percent of hospitals in 75 percent of adult, 26 
percent of pediatric, and 11 percent of neonatal dosing. 

Two clusters of pyrogenic reactions not usually seen with 
Gentamicin were reported to the MedWatch program between May 
1998 and December 1998 involving Fujisawa/American 
Pharmaceutical Partners (APP) product and between May 1999 
and December 1999 involving ESI Lederle product. One hundred 
fifty-five (155) patients experienced 287 episodes of fever, 
chills, rigors, shivering/shaking, a rapid heart rate, and 
high or low blood pressure occasionally associated with other 
symptoms. These reactions occurred during or within three 
hours of the infusion and lasted less than three hours in most 
cases (96 percent) . Twelve patients (8 percent) had more 
serious reactions that led to hospitalization or admission to 
an intensive care setting. All of these patients recovered 
uneventfully within 24 hours. Seventy percent (70 percent) of 
adverse events were associated with ODD, 14 percent with 
intermediate doses, and 16 percent with the approved dosing 
regimen . 

At the time of the first reports, AERS was checked for reports 
prior to May 1998 of similar unusual pyrogenic reactions 
associated with other gentamicin finished drug manufacturers 
and other aminoglycosides administered as a single daily dose. 
None were found. Product testing as described below was 
initiated by FDA' s Denver laboratory, and APP voluntarily 
withdrew its adult formulations of gentamicin in August 1998. 
FDA inspected the APP manufacturing facility in Melrose Park, 
Illinois in November 1998. FDA asked the firm to tighten its 
endotoxin specifications because of the higher potential 
exposure to endotoxin with the ODD regimen and because of 
reports of high , endotoxin levels in a proportion of the 
samples tested 1 The firm complied and lowered its 
specification to .5 endotoxin units (EU)/mg, which is 
substantially lower than the USP standard of 1.7 EU/mg. 

Because of a small number of reported adverse events towards 
the end of 1998, in which pediatric vials were used to 
administer ODD to adult patients, APP voluntarily withdrew its 
pediatric product as well. APP reintroduced its product using 
Long March bulk API with the new, lower endotoxin 
specifications in June 1999. Nine adverse events were 
reported in August 1999 and the firm voluntarily withdrew all 
vials manufactured with Long March bulk drug at that time. In 
October 1999, APP inspected and contracted with a new supplier 
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of gentamicin bulk drug, which was already an approved bulk 
drug supplier. APP reintroduced Gentamicin manufactured with 
bulk product from the new supplier in November 1999, and there 
have been no adverse event reports to date with this product. 

In May 1999, similar adverse events were reported in 
association with the ESI Lederle gentamicin finished product. 
At that time, MRS was checked again for similar reports of 
unusual pyrogenic reactions associated with other gentamicin 
finished drug manufacturers and other aminoglycoside products 
and none were found. Investigations revealed that ESI Lederle 
had changed its API supplier to Long March in March 1999 and 
the adverse events were associated only with lots made with 
Long March bulk drug. There were no reports associated with 
product made using ESI Lederle 's other supplier, Meiji Seika. 
Endotoxin testing was not implicated. ESI Lederle voluntarily 
withdrew its finished product made with Long March bulk in 
June 1999. 

Although McGaw Pharmaceuticals used Long March bulk, no 
reports were received in association with their product, 
which provided 4 percent to 5 percent of the gentamicin on 
the market. McGaw withdrew its product in October 1999. 

Throughout this period, beginning in August of 1998, FDA's 
Denver laboratory performed endotoxin testing on gentamicin 
samples. Twenty-six (26) lots of Long March bulk drug and 
three lots of Meiji Seika bulk drug were tested. Of these, 
only one lot of Long March (#SC-GM 960806) was violative, 
having greater than the USP specification of 1.7 EU/mg. 

One of the nine sublots tested had a level of 1.82 EU/mg. 

Forty-seven (47) lots of finished product were tested, 28 from 
APP, 16 from ESI Lederle, 2 from Steris, and 1 from McGaw. 

Six lots of APP finished product associated with the 1998 
adverse events were found to be violative. Rabbit pyrogen 
testing performed by an outside contractor was unconclusive . 

As FDA proceeded with this series of tests over a 15-month 
period, the results were consistent with the adverse events 
that had been reported to FDA and confirmed the course of 
corrective actions that the Agency had undertaken. A timeline 
of adverse event reports and actions taken by the Agency is 
enclosed. 

"I am concerned that Long March bulk drugs and/or gentamicin 
sulfate may still be entering the country. First, it is clear 
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that Long March is still motivated to ship gentamicin sulfate 
into the U.S. notwithstanding the inport alert.” (Page S) 

As we stated in our May 12 letter, since the Import Alert on 
gentamicin issued on September 7,1999, FDA's Operational and 
Administrative System for Import Support (OASIS) shows two 
attempted entries of gentamicin sulfate from Long March 
Pharmaceuticals. Although one shipment in December 1999 was 
erroneously entered by the broker into the OASIS system as 
Long March-produced gentamicin, subsequent investigation has 
revealed that the shipment was not, in fact, a Long March 
product. This entry is the subject of an ongoing 
investigation. The other attempted entry, in February 2000, 
was detained and refused admission. 

"Second, FDA's import alert covers Long March gentamicin 
sulfate but does not appear to reach all Long March products 
inported into the U.S. even though FDA has identified data 
integrity and GMP issues that would be applicable to other 
products." (Page 6) 

The OASIS system shows only two entries for dehydro 
streptomycin bulk product for possible human use from Long 
March since September 1999. There have also been several 
shipments of oxytetracycline HCL and neomycin sulfate, which 
were declared for animal use. FDA's investigation into the 
data integrity and GMP issues at Long March, as well as the 
firm's inadequate response to the August 1999 inspection, has 
caused the Agency to revisit the status of other Long March 
products. The FDA is considering whether to extend the import 
alert to other Long March products. 

"Third, FDA investigations in Fall 1999 indicated that 
gentamicin sulfate shipped to the U.S. and labeled as Long 
March appears to have been manufactured by another Chinese 
firm that FDA has in fact identified." (Page 6) 

In September 1999, as part of the follow-up to the gentamicin 
ADE investigation being coordinated by CDER, the New Jersey 
District collected samples of Long March import entries from 
an import broker. Records obtained revealed that some of 
the gentamicin sulfate entered as Long March was actually 
manufactured by another API manufacturer, which is not an FDA- 
approved manufacturer of gentamicin sulfate or any other human 
or veterinary drug. Also, preliminary analysis of samples of 
three lots labeled as that of the other API manufacturer and 
assvimed to be manufactured in 1999 suggests this gentamicin 
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sulfate more closely resembles Long March gentamicin than that 
from other manufacturers. These matters are the subject of 
an ongoing investigation which was described to your counsel, 
Mr. Alan Slobodin, by FDA staff in a May 23, 2000 telephone 
conversation. Follow-up investigations at the consignees to 
identify the eventual end-users are ongoing. 

"Fourth, limited FDA laboratory testing indicated similarities 
between Long March sauries and yet another Chinese firm which 
FDA has yet to inspect and investigate." (Page 6) 

Results of the testing done by FCC on gentamicin sulfate API 
from Long March show that there are unexplained discrepancies 
for certain lots when samples are collected from different 
locations, including from Long March's retained material. In 
these instances, there are significant differences in impurity 
levels and chromatographic patterns obtained by both liquid 
and ion chromatography for gentamicin allegedly from the same 
lot. Also, there are at least two as yet unidentified 
impurities in Long March gentamicin that are undetectable or 
at very low levels in gentamicin from other sources. 

The FCC findings are a part of an ongoing investigation by 
FDA enforcement components, which also was described to 
Mr. Slobodin in the May 23 telephone call. 

"Fifth, FDA received an allegation in November 1999 that Long 
March may have sold gentamicin sulfate to a particular foreign 
country and re-exported to the U.S." (Page 6) 

This allegation is currently the subject of an ongoing 
investigation. 

You raised a number of issues regarding the cdsility of 
the OASIS system to alert in^xjrt Inspectors to potentially 
counterfeit drugs or to fully implement import alerts. 

(Pages 6 and 7) 

As you know, the OASIS system began as a pilot program in the 
Seattle District in 1992. It interfaced with the Customs 
Automated Commercial System (ACS), screened entries (using 
ACS) and provided the initial operational support to FDA 
users. The interface with ACS and the screening subset of 
the system (known as EEPS) was implemented nationally by June 
1995, and use of the OASIS system by industry became mandatory 
in December 1996. 
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The baseline of the current version of OASIS with full basic 
operational functionality was implemented nationally by 
October 1997. The system has undergone continuous improvement 
of operational support. A major change in September 1999 
moved screening from ACS to OASIS and expanded screening to 
cover all data elements. 

If the information entered in the OASIS system is complete and 
accurate, the system will identify situations where a drug 
product has been sold first to a buyer in one country and then 
re-exported to the U.S. However, if a broker attempts to 
conceal information, including that which would indicate a re- 
export, then OASIS, as a filer-driven system, may not alert 
the import inspector to that situation. While legitimate re- 
export is a fairly common practice, we do not believe that 
circumvention of import requirements through intentional 
misrepresentation of information entered into OASIS is 
widespread. 


"For the above-mentioned reasons, I believe there is a 
sufficient basis to suspect that counterfeit of unapproved 
drugs, such as gentamicin sulfate, are still entering the U.S 
directly from China, or indirectly through European sources." 
(Page 7) 

The FDA has a number of systems in place to assist the Agency 
in identifying counterfeit products from any API manufacturers 
that ship products to the U.S., as well as identifying firms 
for foreign inspection, including those in China. These 
systems include domestic and foreign inspectional surveillance 
activities, the establishment of an API profile database, and 
activities associated with FDA's import operations. Currently, 
foreign firms are selected for inspection using a risk-based 
evaluation which includes GMP surveillance and compliance 
information, volume of product shipped to the U.S. and a for 
cause persjpective. 

For cause Inspections originate from information generated by 
OASIS or import operations review, forensic analysis by FCC, 
statutory inspections, OCI investigations, notification by 
international regulatory authorities and/or trade complaints. 

Firms designated for surveillance are identified by using a 
four-tiered approach developed by CDEP. and ORA: 


(1) Firms warranting inspection subsequent to previous 
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significant violative findings; 

(2) Firms that manufacture sterile products not inspected 
within the last three years; and 

(3) Firms that manufacture non-sterile products and not 
inspected within the last five years; and 

(4) All other facilities, including contract laboratories. 

ADE driven assignments are based on Center assessment of the 
reported event, frequency, severity, and product involved. 

The purpose of postmarketing ADE surveillance is to ensure 
that industry is appropriately reporting such incidents and to 
obtain information on rare, latent, or long term drug effects 
not identified during premarket testing. We will also be 
doing trending in this area. 

In an effort to improve FDA's ability to detect and prevent 
counterfeit and unapproved APIs from entering the U.S., the 
FCC has implemented a short-term action plan to establish an 
API profile database that will be used to provide detailed 
information about authentic APIs when compared to suspect 
products . 

Mr. Chairman, we want to assure you that maintaining the 
safety and authenticity of imported drug products remains a 
priority for FDA. We look forward to discussing this with you 
at the upcoming hearing and working with you and others in the 
Congress to ensure that this goal is met. 

Sincerely, __ 

Melinda K. Plaisler 
Associate Commissioner 
For Legislation 


Enclosure 

cc: The Honorable John D. Dingell 
Ranking Minority Member 
Committee on Commerce 
House of Representatives 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


JUH -2 aw 


R>od and Drug Administration 
Rockville MD 20857 


.The Honorable Tom Bliley 
Chairman 

Committee on Commerce 
House of Representatives 
Washington, D.C. 20515 

Dear Mr. Chairman: 

This completes our respory^e to your letter of May 8, 2000, 
regarding the Food and pAig Administration's (FDA or Agency) 
activities related to the investigation of counterfeit bulk 
drugs . 

For your convenience, we have restated the 15 questions and 
requests, followed by our response. 

1) Please detail the actions (and the deadlines for 

in^lementing these actions) the FDA will take to minimize 
the possibility of imported counterfeit gentamicin sulfate 
from China being shipped into the U.S. For example, will 
FDA extend the import alert to cover all Long March 
products? Will FDA investigate firms suspected of 
manufacturing counterfeit, unapproved or substandard 
gentamicin sulfate? 

FDA has investigated and continues to investigate firms 
suspected of manufacturing and/or importing counterfeit 
gentamicin sulfate. As a result of the Agency’s ongoing 
evaluation of activities related to Long March 
Pharmaceuticals, FDA has decided to broaden the import 
restrictions to all bulk drugs produced by that firm. 

FDA is considering a number of program enhancements to better 
detect and act against counterfeit, unapproved or substandard 
active pharmaceutical ingredients (APIs) . With regard to 
gentamicin sulfate, these enhancements include: 

• collecting samples and conducting identity tests on bulk 
drugs labeled or declared as other than gentamicin sulfate 
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• and offered for iitport witb consignees who are known end 
users of gentamicin sulfate; 

• inspection of gentamicin sulfate end users and their agents 
to examine the documentation of sales and shipments of bulk 
drug substances ; 

• reconciling inventories and shipments of gentamicin sulfate 
drug products manufactured at the end user; and 

• collecting samples and performing identity tests on bulk 
drugs at the end user with a physical description similar 
to gentamicin sulfate. 

The Agency has developed a strategic plan to address many of 
the issues surrounding the importation of bulk drugs and to 
establish procedures Chat would allow us to follow-up on all 
suspect products regardless of country or product . 
ln^lementation of a plan developed by FCA's Office of 
Regulatory Affairs (ORA) and the Center for Drug Evaluation 
and Research (CDER) to Improve FDA's ability Co detect and 
prevent counterfeit and unapproved API's from entering the 
United States drug supply has begun. The plan will also help 
define the scope of the problem and make it more difficult for 
counterfeiters Co operate. 

The recommendations regarding Che Agency's regulation of 
counterfeit and unapproved APIs include the following: 

• Develop a strategy for the inspection of U.S. agents /brokers 
and conduct inspections, 

• Conduct inspections of selected finished dosage 
manufacturers with regard to APIs, 

• Provide additional training to our drug inspector cadre 

• Provide for collaboration with Che international laboratory 
group on counterfeit and unapproved drugs, 

• Provide investigators with access to datedjase systems that 
support anti -counterfeiting efforts -- 

« Meet with representatives from the pharmaceutical industry, 

• Analyze and evaluate san^les at Che FCC. 

Continued and full implementation of the initiative is 
dependent on identification of additional funds and Full Time 
Bguivalents (FTS) for Fiscal Year (FY) 2001. 
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2) Please identify all imported bulk drugs currently targeted 
for FDA sampling and surveillance, include the name of the 
manufacturer, the country, all of the criteria used for 
sarnie targeting, and the criteria that the individual 
targeted drug actually met. Plaase identify all imported 
bulk drugs where FDA has evidence of suspected 
counterfeiting. Include the name of the manufacturer, the 
country, the product, and the basis for suspected 
counterfeiting (discrepancies in labeling, certificates of 
analysis, etc.). 

A list of drugs currently targeted for FDA sampling and 
surveillance is provided at Tab A. At this time, FDA has no 
substantial evidence of counterfeit drug importations. 

3] (Provide) All records relating to data from the OASIS 
eyetem on the following; the number of ports of entry into 
the U.S., the number of FDA import investigators total emd 
at each port of entry, the number of firms in the official 
domestic establishment Inventory (with a breakout for the 
number of domestic human drug firms) , the number of firms 
in the official foreign establishment inventory, the number 
of firms in the foreign establishment inventory that have 
imported to the D.S. since the beginning of FY 98, a 
breakdown of the foreign establishment inventory by product 
category (medical devices, radiological health, biologies, 
human drugs, animal drugs, animal feed, cosmetice, food, 
etc.), list of foreign drug manufacturers that have shipped 
to the n.S. but have no drug lieting; the number of foreign 
drug manufacturers that have shipped to the U.S. but have 
never been Inepeeted by the FDA (include a breakdovm for 
China and India) . 

There are approximately 310 ports of entry in the United 
States established by the U.S. Customs Service. Because many 
metropolitan areas have multiple ports, there are 19S "port 
areas." Based on OASIS data for FY 2000 to date, 172 of 
these port areas have one or more FDA regulated entries per 
week. 

In FY 2000, FDA has a total of 254 FTE positions allocated for 
field investigational operations, of which 68 FTEs are 
allocated to human drugs . 
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As of February 2000, FDA's domestic Official Establishment 
Inventory (OKI) contains records for 114,700 firms, including 
17,600 human drug firms {this includes manufacturers, as well 
as repackers, labelers, and other non-manufacturing concerns). 
The number of domestic establishments that are eligible for 
statutory inspections is 6,500. 

There are approximately 168,830 firms in FDA's foreign 
inspection establishment inventory, which includes all FDA 
regulated products. Of this number, 6,030 are drug 
manufacturing firms (excluding OTC manufacturers) . 

A total of 6,030 foreign drug manufacturers have imported to 
the U.S. since the beginning of FT 1998. A total of 1,234 
foreign Imlk drug manufacturers have exported to the U.S. 
since the beginning of FT 1998 . 

A breakdown of the foreign establishment inventory by product 
category is provided at Tab B. 

FDA does not have a list of foreign drug manufacturers that 
have shipped to the U.S. but have no drug listing. This would 
require an interface between the Drug Registration and Listing 
System and OASIS. FDA is currently working on the technical 
issues that need to be resolved to achieve such an interface. 

The number of foreign drug manufacturers that have shipped to 
the U.S. but have never been inspected by the FDA is 
approximately 4,600. The number of such firms located in 
China is 623 and the number located in India is 409. 

4 ) cjti OASIS import data now be electronioally crose 

referenced with inspection deta from the COMSTAT and OCFITS 
(Office of Cos^liance Foreign Inspection Tracking System) 
datebesea? If so, provide the number of foreign drug 
3&enufacturer6 exporting to the united States that have not 
been inspected by the FDA in et least seven years. 

The Office of Compliance Foreign Inspection Tracking System 
(OCFITS) was designed and implemented within CDER's Office of 
Compliance in the fall of 1994, as a stand-alone database to 
track receipt and processing of foreign inspection reports. 
OCFITS contains inspection data on foreign drug manufacturers 
that have been inspected for Good Manufacturing Practice (GMP) 
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compliance since the database inception (5 years) . OCFITS has 
about 850 firms in it. 

The Con^liance Status Information System (COMSTAT) is 
maintained by ORA and contains an assessment of foreign and 
domestic firms that manufacture, assemble, repack or relabel 
drugs or devices, based on the results of GMP inspections. 

OCFITS and COMSTAT are not electronically linked to OASIS. 
However, information from these databases is made available to 
ORA inspection divisions for developing enforcement strategies 
and as part of the Agency's routine compliance activities, 
including the issuing of import alerts used by import 
inspectors . 

5) Of the total number of foreign drug uumufacturers shipping 
to the U.S. since the beginning of FT 98, what is the moat 
accurate estimate that FDA can provide in terms of 
percentage of thie total that represents the firms that FDA 
databases called COMSTAT and OCFITS have information on? 

The most accurate estimate FDA can provide is 18 percent. 

CDEH'a Office of Compliance (OC) has initiated a project of 
identifying for surveillance inspection foreign firms that 
have not been inspected. The first two lists provided to ORA 
covered firms in China and India. In addition, OC ie leading 
the European Union Mutual Recognition Agreement, 

Pharmaceutical GMP Annex negotiations for determining the 
equivalency of foreign regulatory systems. Our objective for 
successful negotiations include the generation of foreign GMP 
inspection information which can be relied on to ensure GMP 
compliance on foreign drug products being shipped to the U.S. 
and where FDA GMP inspections have not been made. 

6) CDBR collects data from firms that are inspected, and can 
use OCFITS data to track sad analyze trends in types of OKF 
violations by product, firm, country, etc. Please provide 
any reports since Hay 1, 1998, that have used OCFITS data 
to substantiate trends in GMP violations. 


A set of charts generated from OCFITS showing trends in GMP 
violations for FY 1998 and FY 1999 is provided at Tab C. 
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We do not have reports which relate C3MP violations with 
product, firm or country. OCFITS contains the profile classes 
covered during each foreign inspection and codes for the most 
significant GHP deficiencies noted in the inspection. The 
system does not correlate profile classes with the gmp 
deficiencies when more than one profile class is covered. 

7) In those cases where the shipments are to the U.S. broker 
that is not the final consignee or to a warehouse not 
belonging to the final consignee, the final consignee may 
not be apparent from documents and coi^uter systems at time 
of entry. Does FDA have any real time capability at port of 
entry to determine which domestic manufacturer is receiving 
the foreign drug product? 

No, FDA does not have real time capability at port of entry to 
determine which domestic manufacturer ia receiving the foreign 
drug product . 

Assuming that such identification of the final consignee, 
if needed, could be determined by tracing the product 
through the diatributlon channels by invsstlgations of the 
consignee of record, has FDA ever conducted such 
investigations since the beginning of FT 58? If so, please 
provide the name of the product, the name of the broker or 
egant, the name of the final consignee, and the date of the 
Invaatlgatlon. 

FDA has a number of investigations underway in which we trace 
back to Che final consignee. Because these are ongoing 
investigations, we are unable to provide information for Che 
record at this time. If the Committee would like further 
InfocmaCion, we would be happy to discuss how we can 
accommodate your request without compromising out 
investigations . 

Does FDA rsguire a letter from the final consignee 
finished-dosage manufeetursr or end user eutboriaing use of 
the imported product In the New Drug Application? If not, 
should there be such e requirement? 

At this time, FDA does not require a letter from the final 
consignee, finished-dosage manufacturer or end user 
authorizing use of the Imported product in the new drug 
application. Such a requirement may be useful. We believe 
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FDA has the authority to require the information by 
regulation. 

We have gained experience with the workings of the 
distribution channels far these products and the legitimate 
needs of the industry, and we should be able to express 
requirements for this aspect of the industry without 
establishing an unnecessary burden or inhibiting trade. We 
are evaluating the process needed to establish such 
requirement a . 

8) What infonoatlon is accessible in FDA databases that would 
indicate a registered foreign oemufacturer that is 
iB^orting bulk drugs to the D.S. is in compliance with Good 
Manufacturing Practices (OKPs) 7 Is such information 
currently accessible in real time for FSA isqport 
investigators at the ports? Is any such GHP information 
at least stratified by risk, 1. e., does FDA even have a 
product history for sterile injectable drugs Imported into 
the U.S.7 If there is no information retained or 
accessible, please detail FDA plans to develop such a 
database , 

The Inport Alert system, not a database, is used to convey GMP 
status Information to the port inspector. Import Alert 62-05 
instructs field office personnel to detain automatically any 
sterile drug product unless FDA has inspected the manufacture 
and found it to be acceptable for QMP. Import Alert 66-40 
informs the field office personnel of firms whose products are 
to be detained automatically because FDA considers them to be 
unacceptable due to the deficient conditions and practices in 
the firm. 

In addition, the compliance status of any foreign firm 
Inspected is available to field office personnel in the 
COMSTAT database. 

We believe the current systems have served enforcement 
purposes well, but they will be improved when the foreign 
manufacturer registration requirement is Implemented fully, 
the registration data becomes available in a database, and our 
objectives in the MSA negotiations are met. 

9) How do GMP cesvllonce rates between dcmestle human drug 
firms coigiare with foreign human drug firms? what 
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informetion ^oes FDX believe is needed to make a valid 
coaparison bn cos^liance rates and is such information 
collected?/ 

Compliance rates for foreign drug establishments for fiscal 
years 1998 and 1999 are as follows; 


Classification 

FY 1998 

FY 1999 


30% 

33% 

Voluntary Action 
Indicated 

65% 

59% 

Official Action 
Indicated 

5% 

1 



Coitfiliance rates for domestic drug establishments for Fiscal 
Years 1998 and 1999 are as follows. (Note: these numbers 
represent all domestic drug inspections, many of which are not 
API manufacturers.) 


Year 

Classified 

Znapections 



1995 

3,458 

676 

19.5% 

1996 

3,320 

564 

17.0% 

1997 

3,402 

709 

20.8% 

1998 

3,318 

554 

16.7% 

1999 

2,991 

487 

16.3% 


10) (Provide) all records relating to assessments of fda 
information technology for isport operations since 
May 1, 1999. 

There have been no assessments of information technology for 
import operations since May 1, 1999. 

IDBow many notifications of suspect counterfeit bulk human 
drugs from the Forensic Chemistry Center (or any other 
component from FM) have baen received by the FDA's Office 
of Criminal Investigations (OCI) since Hay 1, 1996? Please 
provide all reeorda relating to these notifications for 
closed Investigations. 

OCI has been notified by different PDA components of four 
incidents Involving suspect counterfeit bulk drugs. OCI 
received one unsolicited notification from industry for a 
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total of five notifications. Hecords relating to these 
notifications are provided at Tab Q. 

■Has OCI opened any iaveetlgationB concerning covmterfeit 
bulk taunan drugs sines Kay I, 19957* 

Xes. OCI conducted preliminary inquiries for each of the five 
notifications it received involving suspect counterfeit bulk 
drugs. After preliminary inquiries were conducted, OCI 
established that three of the five notifications were 
unfounded, so OCI did not open cases based on those 
notifications, OCI did open the other two cases for 
preliminary investigation. Those cases are identified as: 00- 
XCK-705-0054 (P) /Sechuan Tetracycline and 98-NYN-723- 
0090/Kortheaat #6. Further investigation revealed Chat 00- 
KCK-705-0054 (P) /Sechuan Tetracycline did not involve 
counterfeit bulk drugs, and that PCC's suspicions of 
counterfeit in 98-NyN-723-0090/NortheaBC #6 were 
unsubstantiated because CDER was unable to support an action 
based on the impurities found in FCC's tests. 

■Please indicate those cases where OCI was the first law 
enforcement agency to open up the investigation?* 

In both cases, OCI was the first and only law enforcement 
agency to open an investigation. 

*Out of this total nusiber of opened investigations on 
countarfelt bulk human drugs, how many rasultad in 
rafarrals to tha Justice Department, indictments, arrests, 
and eonvlctions? For purposes of this response, ’referral" 
means not only when the Dhited States Attorney' s Office 
(DSAO) creates a file or ■jackets* the cats In their 
office, but also includes when the TTSAO declines to 
prosecute or when the DSAO approves electronic 
surveillance. * 

None of these investigations resulted in referrals to the 
Department of Justice. 

■Please also indicate those caaes where other law 
enforcement agencies are involved.* 

None of these investigations involved other law enforcement 
agencies . 
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■Bow many of these opened Investigations are still open?" 

All of these cases are closed. 

"In how many of these opened investigations did Che United 
States Attorney's Office decline prosecution? ■ 

None of these investigations were referred to the United 
States Attorney's Office for prosecution. 

■How many of these opened investigations were joint 
investigations with the U.S. Customs Service?" 

None of these investigations were joint investigations with 
the U.S. Customs Service. 

12}Nhat is the criteria that the FDA's Office of Criminal 

Invastigaticns usee to detarmina whether it is appropriate 
to share information on counterfeit bulk druge with FDA 
es^loyees outside of OCX? If the criteria is baaed on 
factors such as whether 'the information was obtained 
pursuant to a criminal investigation, " plaase dafina such 
factors . 

In any OCl case including counterfeit bulk drug cases, if 
OCI'B Investigation reveals a continuing risk to public 
health, OCI will notify the appropriate FDA regulatory staff. 
Due to legal restrictions placed on the dissemination of grand 
jury material under Federal Rule of Cr iminal Procedure 6e. 
certain information cannot be disseminated to anyone who is 
not on the 6e list. Accordingly, when cases involve 
significant public health issues, OCI works with the United 
States Attorney's Office and the courts to include the 
appropriate regulatory staff on the 6e list so information may 
be shared. 

"Is the appropriateness of sharing this information 
disoretlonary to the OCI investigator or is this decided by 
OCI management?' 

OCI criminal investigators frequently work closely with FDA 
Consumer Safety Officers and other regulatory personnel on 
specific cases. In those cases, OCI would routinely share 
information with the CSO, and the CSO may be included on the 
Rule 6e list. If the investigation did not involve regulatory 
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personnel and information was developed by an OCI field office 
concerning a risk to the public, the OCI field office would 
pass information to the local District Office and to OCI 
headquarters. OCI headquarters would make the proper 
notifications at the headquarters level . 

■Doss OCI have a policy against OCI investigetors sharing 
information of public health concern to other PDA 
employees? Is this policy in writing? On what data did 
this policy (either In written form or unwritten form) go 
into effect? Has this policy ever been altered? If so, 
whst were the changes end when did they go into effect?” 

No. The conduct of criminal investigations necessarily 
involves discretion and OCI does not routinely discuss open 
investigations. In order to protect the public health, 
however, OCI has often revealed to other FDA employees the 
existence of a criminal investigation and some of the 
information obtained therein, and will continue to do so as 
circumstances warrant. 

■Under what circumstances, if ever, would such sharing of 
information by an OCI investigator to a FDA employee be 
considered an unauthorized disclosure of information? ■ 

OCI would never consider the release of vital public health 
information to FDA personnel to be an unauthorized disclosure 
of information, provided the law and the court did not 
prohibit the information from being shared. 

■Under what circuisstances does the interest in preserving 
the confidentiality of a criminal investigation outwsigh 
the Interests in timely sharing public health information 
that could save lives and prevent injuries?" 

Under no circumstances does the interest in preserving the 
confidentiality of a criminal investigation outweigh the 
interests in timely sharing public health information that 
could save lives and prevent injuries. 

13) (Provide) all records relating to reports provided since 
January 1, 1999 to FDA's Office of Criminal Investigations 
on countarfsit bulk drugs. 

There are five e-raails that led to the opening of two 
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Preliminary cases, which have now been closed. FDA 
investigation resolved these suspect counterfeit matters with 
no actual counterfeit bulk identified. These emails are 
provided at Tab D. 

14) (Provide) all records relating to communications since 
January 1 , 1999 between the PDA and the U.S. Customs 
Service concerning counterfeit bulk drugs. 

This information is provided at Tab P. 

15) Does FDA have an affirmative duty to warn D.S. drug 
eoagtanias who are believed by FDA to be innocently 
receiving suspected or known counterfeit ingredients? If 
there is euch an affirmative duty and PDA failed to warn, 
would PDA be liable under the Federal Tort claims Act? 

FDA is not aware of any such affirmative duty under federal 
law. Even if such a duty can be found under other law, FDA 
believes it likely that the decision to provide or not provide 
such information would constitute a discretionary act for 
which immunity is not waived tjy the Federal Tort Claims Act. 

That said, as a matter of policy the Agency has and will 
continue to provide information on counterfeit ingredients to 
manufacturers in order to protect the public health. For 
Instance, during the investigation of Pharmaceutical Basics 
Incorporated and Flavine International, the Department of 
Justice and fda learned that forged Certificates of Analysis 
(Certificates) were being used to hide the fact that 
unapproved bulk earbamazepine was being imported into the 
country and used in the generic version of the drug. Once FDA 
found out that forged and counterfeit Certificates were being 
used, we immediately notified the approved manufacturer of the 
bulk drug that its product and Certificates were being 
countarfeited and forged, thus allowing the approved 
manufacturer to communicate this information to its licensed 
distributors and to others that received the approved 
manufacturers product . 
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Thanks again for your continued interest in this issue. We 
look forward to discussing this with the Committee at the 
hearing on June 8'*'. 

Sincerely, 

Helinda K. Plaisier 
Associate Commissioner 
for hegislation 

Enclosures 

oc! The Honorable John D. Dingell 
Ranking Minority Member 
Committee on Commerce 
House of Representatives 
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FX 2000 ACTIVE PHABMACEtretCAL IMGREDIEMT (API) SroVEI PRODOCTS: 
jnSTIFICRTIOM, MAMPTACTORERS TAUGETZD, AKD SELECTION CRITERIA 


Acyclovir aodimn 

Juatificatien 


Suppliers of drug substance have different iir.puricy 
profiles. 

Hanofaeturar (a) Targeted 

Solchein Italians, Italy 
Heumann Pharm, Germany 
Ranbaxy Labs, India 
Omnichem, Belgium 


Albuterol Sulfate 

Juatif ication 

Inspections! evidence indicates need for sampling 

Wanuf aeturer ( a ) Targeted 

FDC LTD, India 

Amantadine HCl 

Juatif ication 

Inspectional evidence indicates need for sampling 

Manufacturer (a) Targeted 

Northeast General Pharm., China 
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Ammtadihe HCl 

Jtt»tj.giea,ti.on 

Inspections! evidence indicates need for sampling 

Manufacturer ( n ) Targeted 

Northeast General Pharm., China 

Amoxicillin and Amoacieillln Tri.hvdrate 
Justification 

Large volume of sales and many overseas suppliers 

Manufacturer (s) Targeted 

SmithKline Beecham, U.K. and Singapore 
Ranbaxy Labs, India 
Bristol Myers Squibb, Italy 

Bupivaeaine HCl 

Justification 

Not surveyed for a long time 

Manufacturer ( a ) Targeted 

Nordic Synthesis, Switzerland 
Boehringer Ingelheim, Germany 
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Catttepril 


JU»ti£ieatioo 

It's an ACE inhibitor; challenging USP assay; degrades 
rapidly. 

Large volume of sales and many overseas suppliers. 

Manufacturer ( a ) Targeted 

Egis, Hungary 
Farmhispania, Spain 
Medlchem, Spain 
Wockhardt, India 
Novopharm, Ontario, Canada 


Cefaclor 

JUa tif i cation 

Inspectional evidence indicates need for sampling 

Manuf ae Purer ( a 1 Targeted 

Ranbaxy Labs, India 


Cefotaxina Sodium 

Juatification 

Inspectional evidence indicates need for sampling 

Manufacturer (a) Targeted 


Lupin Labs, .India 
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Pipygidainola 

Ju»tifie>tion 

Inspectional evidence indicates need for sampling 

Menufaeturer (a) Targeted 

Shanghai #6 Pharm. Factory, China 


Suaifnnesin 

Jua tif ieation 

Inspectional evidence indicates need for sampling 

MannJaetuser (a) Targeted 

Xin Xin Pharm. , China 


lidoeaine HCl 


Jua ti Jiaation 


Not surveyed for a long time; complaints received 
concerning lack of anesthetic effect. 

Mantrfaeturer (a) Targeted 

Delta Synthetic, Taipei Heinen, Taiwan 
Societa Italiana, Italy 


leratadine HCl 


JUatifieation 


Inspectional evidence indicates need for sampling 


Manufacturer ( a ) Targeted 

Morepen Labs, India 


Methoearbanol 


PAGE 5 
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Justification 

Inspectional evidence indicates need for sampling 

Manufacturer (s) Targeted 

Xin Xin Pharm. , China 


Methoxaalen 

Justification 

Inspectional evidence indicates need for sampling 

Manuf aetur er ( a ) Targeted 

Franco India Pharm., China 


Pentoxvfvlline 

Justification 

Product has not been surveyed for a long time 

Manufacturer (a) Targeted 


Plantex, Israel 
Orion, Finland 
Chemagis, Israel 
Secifarma SPA, Italy 
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gh»ophvllin« 

JUBtitiotieo 

Inspeetional evidenc* indicates need for sampling 

Manufaeturer (») Taronted 

Shandong Xinhau Phazm. Factory, China 


Tiaiolol Maleata 

Jliatification 

Inspeetional evidence indicates need for sampling 

Mannfaotureg (a) Targeted 
FDC LTD, India 


Vancomycin HCl 

Juati£ieation 


Reported adverse reactions and potential counterfeit 
problems 

Wanufacturar ( a ) Targeted 

Lupin, India 
Alpharma FCD, Hungary 
Dumex Alpharma, Denmark 
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Foreign Manufacturen • FV 99 

OASIS-BaicdOEI 


Pradaet 


Foreign Fimia 


Other Fooda 


73,967 


Seafood 


12,922 


LACF 


10,661 


Coametica 


11,394 


Human Druga 


9,734 


Bioiogica 


2,211 


'Anmial Druga & Feeds 


3,652 


Devices A Rad Health 


44,290 


Total 


168431 


Hiunao Drugs 

Animal Druga/Feeda 

Biologiei 


-OTC 2,776 

•Animai Rx drug 162 

-Bioio^c Products 

546 

-Rjc 4,534 

-Animal Bulk drug 86 

•Blood/PIaaina & 

1,486 

.BulkDnig 1,248 

-Animal Feed 2,9S2 

Blood Ranking Reagents 

-Other Drug 1,176 

-Other Feed/Drug 452 

•Miac. Biologic 

179 

Total 9,734 

Total 3,652 

Total 

2411 


Cosmetic Manufacturers 

11394 

Seafood Maafactnren 

12,922 

LACF Manufieturen 

10,661 

Other Food Manufacturen 

73467 

Device Manufactunn • 

24347 

Rad Health Manufactorcn 

19,743 


Total # of foreign manufacturer! - 168,831 

Total # of countriei w/maDufacturen •> 231 
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Turner, Ro dney 

From: Forgiono, Frank 

Sent: Tuesday, May 16, 2000 2:49 PM 

To: Turner, Rodney: WWup, Rlchartt; Durkin. Patrick 

Subject FW: Bulk Counterfeit 


fyi 


•Original Message^— 


Promt 

Forgione, Rank 

S«ntt 

Friday, January 29, 1999 11:10 AM 

To: 

Vemvllion. Terry 

Subject! 

Sulk CountetfeK 

Terry 



I spoke with Mark Robinson, Director of Customs Fraud Inves^atons Division. He was very cooperative, but could 
provide little insight regarding the requests from the Hill regarding this subject. I mentioned some of the cases we have 
worked with Cusioms involving bulk (Flavine, FTZ). He indicated that to his knowledge any case involving bulk would be 
worked wHh OCI and that he did not believe eft bulk was a problem in the U.S. He will have his Program Manager Dan 
Vargas call me with any additional information they may have. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


JUN 6 2000 


Food and Drug Administration 
Rockville MD 20657 


The Honorable Tom Bliley 
Chairman 

Committee on Commerce 
House of Representatives 
Washington, D.C. 20515 

Dear Mr. Chairman: 

This is in follow-up to our letter of June 2, 2000, related to 
the investigation of counterfeit bulk drugs. As you may know, 
on June 5, 2000, officials from the Food and Drug Administration 
(FDA or Agency) met with Committee staff to discuss the hearing 
on June 8. At that meeting, it came to our attention that it 
would be helpful to clarify some of the information we provided 
in our June 2 letter. 

Specifically, on page 3, in response to your question 3, we 
stated that "In FY 2000, FDA has a total of 254 FTE positions 
allocated for field investigation operations, of which 68 FTEs 
are allocated to human drugs." We would like to point out that 
the 254 FTEs are allocated for field import operations for all 
program areas. As we discussed, our field investigators work on 
a broad range of product issues and are not dedicated to one 
product. The 254 FTEs spend approximately one-quarter of their 
time doing drug work, resulting in the "68 FTEs allocated to 
human drugs . " 

On page 8, in response to question 9, we provided compliance 
rates for both foreign and domestic drug establishments. While 
the information we provided is accurate, we provided it in 
different formats. Staff requested that we provide the same 
information in identical formats. That information is below; 

Compliemce rates for foreign drug establishments 


Classification 

FY 1998 

FY 1999 

No Action Indicated 

30% 

33% 

Voluntary Action 

Indicated 

65% 

59% 

Official Action 

Indicated 

5% 

8% 
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Compliance Rates for Domestic Establishments 


Classification 

FT 1998 

FY 1999 

No Action Indicated 

42% 

41% 

Voluntary Action 

Indicated 

41% 

42% 

Official Action 

Indicated 

17% 

17% 


Thanks again for your interest in this issue. If you have 
further questions, please let us know. 


Sincerely, 

^y^elinda K. Plaiiier^ 
Associate Commissioner 
for Legislation 


cc : The Honorable John Dingell 
Ranking Minority Member 
Committee on Commerce 









61 


department of health & HUMAN SERVICES 
Food and Drug Admiaiatratlon 


Public Health Service 

KENORANDDH 


DATE: April 28 , 1999 

NOTE TO I John Taylor 
PROM: Stephanie R. Gray 

SUBJECT: Counterfeit Drugs 

Attached are Office of Coinpliance/CDER' a eommenta. Additional 
comment a may be coming. 
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DEPABTMENT of health & HUMAN SERVICES 


KibCe Haam ScfvicB 
Food «id Drug Adrnnitinticr 


Memorandum 


Data 


Rom 


April 23, 

/L^j Ok^ . 

Diviaion of Manufacturing £ Product Quality, 


HFD-320 


Subjaei 


Counterfeit Drugs 
Mejno-Commsnts 


Director 

Office of Compliance, HPD-3Q0 


I have the following cosunenta and suggested lead on each action 
item. 


A. Regarding meetings with Representatives from foreign 
Governments and Industry, Joe Phillips and Fred Fricke 
already have an established lead in meeting with foreign 
government representatives on this issue. These leads and 
contacts should continue. It is not a formalized agency 
workgroup. If we were to formalize the workgroup under this 
workplan proposal, I would suggest Center representatives 
join the group including Compliance Officers from HFD'320 
and 33Q, an Investigator from ORA and an analyst from both 
COER and ORA. 

In terms of industry meetings, I surmise that OCX would 
interact with the security officials at the firms. Our 
CGMP inspections currently do not instruct coverage for 
counterfeit drugs and resources are very limited for the 
program. Realistically, expanding our routine inspeetional 
co’verage to cover counterfeit issues would involve the 
assignment of resources to this task. Only then could we 
have a meaningful program with both government regulatory 
authorities and industry. Any efforts to startup a more 
formalized program now. given our current state of 
coverage, would not prove fruitful unless we can find more 
motivation for industry to report these problems to us. 

B. I recommend this program continue under the leadership of 
HfD-330. Analysis by FCC of samples by non-official 
methods may provide good investigative leads but are 
difficult to serve as the basis for regulatory action. NE 
RL is undertaking the task to validate these methods and 
HFD-320 has met with OPS £ NE RL on this effort. Greater 
coordination is needed for the efforts of NE RL and FCC and 
I recommend the Division of Field Science in ORA become 
involved with HFO-320 in developing any potential cases 
based on these analyses. 
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Tw Taytor^CIUOrDAOliAHQ 

Jet:: 

From LEGGET7dcder.rda.60T 

Sut^eet: 1^: CouBtcrfcit druf worJdng group 

e: Monday, April 12, 1S99 ac 10:22:53 am EDT 

Certify; N 


FROM l«io long. OrigiDal FROM is 

"Donald Liggett 30l-«27-7355 FAX 301-594-0165" <LEGGE77deder.rda.6ov> 


. Original Message Foliowt 


Jaim: 

Re: 

April S, 1^9 Wortilng draft Commeots 
In Gcocrah 

I am uncertain as to the degree of conprchefifliveness intended here, but 
the document ,£MHO, i« highly biased toward the bulk API problem. I 
speculate tiat some may lack ibe experience of iastituttonol 
history, prc-Flavine/OCl, of drug counterfeiting whidi the FDA 
has been effective. This is not to segote the importaace of this facet 
of the problem, but only to point out the need for balance and 
Mintributiuns rrora those who shore the historical perspective. 

Along the same Une, am 1 to undentend that the intent here is limited 
tf* *he strategy vas s vis impentation to the exclusion of the wholly 
atie aspect? U this is so, then I can better appreciate the bulk 
AFi bios. 

Spectnc: 

1 last commented oo n Dennitlon and I am gl^d to See that further 

comments are welcomed on this issue. IT it is ogreed that the document ^ 

is to deal with extr8<^atuatory aspects, then it should be clear by 

first iteratisg the statute, then addressiag this in terms of the 

proposed considerations of the revision. It is in some aspects more 

encompassing in others more rcstrictiTC. Certainly it is fair to 

geuerste a deflutUon for tbe purpiu es of this document. Frw example, if 

this Is to 0x1^ international application, then aspects of the WHO 

definition may be of increased significance. 

D. Drug Listing: 

About a dozen years ago, I conducted an internal regulniury audit of the 
activities of the Drug Listing Branch. Accordingly, f ogree/'anyone can 
obtain a drug listing" the UlegaUty of those drugs notwithstanding. O 

Since such activities subsequently were contracted, the dismal record of 
using it as an Import gatekeeper conclnuea. Thus, the use of EES to 
''purliully deal with this shortfall" may even be optimistic - compounded 
with the workload and lack of sophutication in much of the import 
investigstor domaiA-the agen^ wUl need to maice major change: in order 
to hope to cope with this growii^ problem. 

E. ^port Alerts: 

You are very correct thot APIs can (and routinely are) labeled for 
nan-phanxiBceutical use. Commonly in tbe tack of labriing resuiti in the 





■ynuopiiSn that th^ are "ranpionaais*' <» other nonriihannaccuSicajbi.This 
dreumraftfiofi ii ^ddf iotowa and fueemfui bceeon of dte 
dFordnaS^ed vrarfcteiiif/^iilftieail^ piablcmt. At idtii ''Bnm I4sth^” 
the Import Alert system ii also hnto to the point that baaie 
chaoees are maeded, not a Biuid'Aid....as long at we dont sttempc to 
'lead saynne as le the limlUitioas of the Drug Liitias and Impart 
.^ert propccols ,the Basd-Alds are little improvement for broken 
aj^emi. 

ftiguii^fy PropcMi^i 

The goals of theec are meritorious and all of the proposals would 
benefU the progranu 1 support Uiem fully but Bcknuwiedge the passage 
of many will be resisted. 

1 am not ia a pfindtiBB m sufgfiU the acUon leodi« but hope to be a 
part of the process based on my experisstee and position nsponsibiiity. 

Thank you for the opportunity to eonuneat. 



65 



Date: April 5, 1999 

Joe Famulare, Frank Forgione, Malcolm Frazier, Fred Fricke, Stephanie Gray, Don Leggett, 

Note to: Bill Mc.Conagha, Dan Michels, Jack-Mitchell, Bill Nychis, Marci Norton, Joe Phillips, Gary Pierce, 

Debbie Ralston, Arvin Shroff, Terry Vermillion, Brad Williams, Karen Wolnik 

From; John Taylor ‘ 

Subject Counterfeit Drugs 


Attached is the latest draft of a work plan that follows up on the efforts of the counterfeit drugs 
initiative working group that was convened from 1995-1998. 

This latest draft includes the comments that I received on the last draft and a proposed timeframe 
for the implementation of the action items discussed in the document. The timelines will have to 
be adjusted but they provide a good reference point and they will provide the basis for my 
discussions with Dennis Baker and Gary Dykstra. 

As I stated before, I also want to include a paragraph at the end of each section that outlines who 
has the lead for a specific action. Please include information regarding who has the lead for each 
task and send me your comments by April 23, 1999. If you have any questions, please do not 
hesitate to call me at 301 •827-3 10 1 (or 3320). Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Public Health Service 


Food and Onjg Administrati 
Office of Reoulatory Affairs 
5600 Fishers Lane. HFC-1 
Rockville. MD 20857 


mTTNTERFEIT DRUGS 
I. Background 

This document contains a work plan that follows up on the efforts of the counterfeit drugs 
initiative working group that was convened from 1995 to 1998. This work plan focuses 
on actions that can be taken by the agency to prevent and contain any public health 
problems associated with the importation of counterfeit drugs and their introduction into 
interstate commerce. These steps wilt help us assess how widespread the counterfeit drug 
problem is and help us determine whether additional steps need to be taken to refine our 
regulatory strategy as it relates to policing the importation of counterfeit drugs. 

As much as 80 percent of the bulk pharmaceuticals used by U.S. manufacturers to 
^roduce prescription drugs is imported. In addition, the number of finished drug products 
manufactured td)road for the U.S. market is increasing. The Food and Drug 
Administration (FDA) is responsible for the safety and quality of domestic and imported 
pharmaceutical products under the Federal Food, Drug, and Cosmetic Act (the Act). 
Specifically, FDA’s Center for Drug Evaluation and Research (CDER) establishes 
standards for the safety, effectiveness, and manufacture of prescription and over-the- 
counter drugs. CDER reviews the clinical tests and the manufacture of new drugs before 
they can be approved for the U.S. market, and it regulates the manufacture of drugs 
already being sold to ensure that they comply with federal statutes and regulations, 
including current good manufacturing practice (GMP) requirements. In addition, FDA 
enforces the Act’s prohibitions against the importation of adulterated, misbranded, and 
counterfeit phannaceutical products. 

FDA has developed rwo strategies to ensure that drug products meet the requirements of 
the Act. The first strategy involves evaluating the conditions under which drugs are 
manufactured, packed, tested, and held, through on-site inspections. The current GMP 
regulations, 21 C.F.R. Parts 210 and 211, provide a framework for ensuring that 
pharmaceutical manufacturers produce safe, pure, and high-quality pharmaceutical 
products. The second strategy involves monitoring the quality of drug products through 
post-marketing surveillance (PMS) programs. As a part of FDA’s overall strategy, the 
agency inspects foreign manufacturers to help ensure that pharmaceutical products 
entering the U.S. are safe, pure, and high in quality. 

FDA has utilized many approaches to evaluate the status of foreign establishments, that 
manufacture products for import into the United States. Limitations on resources and the 
ever-increasing volume of international trade in products regulated by the FDA require 
the agency lo continually re-evaluate its approaches. The counterfeit drug initiative 
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working group’s review and recommendations will be instrumental in helping FDA make 
changes that will position the agency to deal with the continued growth of global trade 
that, on a daily basis', brings more foreign pharmaceuticals to the U.S./Shores. The steps 
discussed in this work plan will help FDA continue to honor its mandate to ensure that 
U.S. consumers receive safe and effective drugs, whether they arc produced here in the 
U.S. or overseas. 



A counterfeit pharmaceutical is a drug (either active phamaaceutical ingredient (API), 
intermediate or finished dosage form) which is deliberately and fraudulently mislabeled 
or misbranded with respect to its identity or source. Counterfeiting can apply to 
innovator or generic products.[Some people expressed the concern that this definition 
goes beyond the scope of the statutory definition. That is not its intent. This definition is 
supposed to be a subset of the statutory definition but 1 welcome comments on this issue.] 


HI. Re gulatory Steps 

Counterfeit APIs pose a real or potential health hazard because their manufacturer is often 
unknown. The fact that the manufacturer is unknown means that there is no product 
history. Therefore, the safety and efficacy of the product cannot be assured, the impurity 
profile is unknown and the age, the storage, the manufacturing environment, or the 
synthesis of the product caimot be determined. The failure to have a product history is 
also important because if the counterfeit product is not manufactured in accordance with 
GMPs this can negatively impact the quality of the finished product since no amount of 
finished product testing can build quality into the product Moreover, the failure to have 
a product history means that research and development efforts and the clinical trials done 
by legitimate pharmaceutical product manufacturers are negated. 

The participants in illegal counterfeiting activity may include manufacturers of bulk 
phannaceuticals, manufacturers and repackets who relabel and launder bulk 
pharmaceuticals, importers, brokers, domestic agents, and purchasing agents either acting 
alone or in concert with a corporate unit. There are certain products that especially lend 
themselves to counterfeiting. In general, very expensive chemicals that are purchased in 
small quantities or less expensive chemicals that are purchased in very large quantities 
are particularly vulnerable to counterfeiting. 

As discussed above, the agency has a broader strategy that is meant to ensure the safety 
and efficacy of imported drugs and this plan will not address the specific details of that 
broader strategy. Instead, this document focuses on additional actions that could be taken 
by FDA to further reduce the risk posed by counterfeit drugs. 

A majority of the action items that follow target counterfeit APIs; however, several 
proposed action items will also aid in detecting counterfeit finished dosage forms. These 
potential action items include: continuing to meet with representatives from foreign 
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governments and industry; developing a strategy for inspection of U.S. import agents and 
brokers, providing additional training for FDA import inspectors, increasing random 
sampling of imported products, targeting testing of selected bulk imported products, 
enhancing analytical and forensic methodology to analyze APIs, and continuing the 
development of, and providing access to the API databases. 

A. Meetings with Representatives from Foreign novemmeTits and tnriiisn-v 

It is an operational necessity to eShtinue to establish working relationships with 
government health ministries and their corresponding national law enforcement agencies 
to ensure cooperative relationships are developed and communication is improved. 

FDA will continue to meet with representatives from foreign governments and industries 
regarding the challenges of policing counterfeit drugs. Future steps also include a 
biannual (or biennial?) scientific exchange meeting with representatives from England, 
Germany, Canada, Australia, and the Netherlands. FDA will meet with pharmaceutical 
industry representatives from the innovator companies and generic drug companies so 
te we can impress upon them the importance of sharing information that comes into 
their possession regarding counterfeit pharmaceutical products. Companies that produce 
high demand products that tend to be counterfeited often do not elaborate on the actions 
they are taking to combat the problem. While such secrecy is understandable given the 
criminal nature of the enterprise, secrecy tends to contribute to the ignorance about the 
counterfeit drug problem because what companies find out for themselves tends to 
concern their own products, and they want to keep the information to themselves. This 
behavior, however, leads to duplicative investigatory efforts on the part of pharmaceutical 
industry and government investigators. Moreover, this secrecy makes it difircult to 
quantify the breadth of the counterfeit drug problem. 

B. Priiit Marke t Sampling of Imported Priyfuet!! 

As discussed above, FDA has developed two strategies to ensure that drug products meet 
the requirements of the Act; the first strategy is to evaluate the conditions under which 
drugs are manufactured, packed, tested, and held, through on-site inspections, and the 
second strategy is to monitor the quality of drug products through PMS programs. 

A key aspect of the PMS strategy is the Drug Product Surveillance program. The 
program provides the agency with information about the quality of drugs marketed in this 
country through the sampling and analyzing of imported and domestic drug products. 

The volume of imports dictates that only a small fraction of the entries are examined. 
Therefore, FDA is not able to sample all entries of product that may not be in compliance 
with the Act. There is concern, however, that the current sampling strategy is not using 
the agency’s resources effectively. Despite increased sampling and testing of foreign 
produced bulk pharmaceutical chemicals and finished dosage forms, very few problems 
have been detected. The fact that more than 80% of bulk pharmaceutical chemicals are 
produced in foreign countries and the heightened awareness of counterfeit drugs 
accentuates the concern. 
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Because of the low failure rate, counterfeit drugs, and the fact that more than 80% of bulk 
phannaceuticals are produced in foreign countries, an assessment of the sampling strategy 
was conducted by FDA. This assessment has led to two changes. The sampling of APIs 
for analysis by the Forensic Chemistry Center to detect counterfeits under the PMS 
program was re-evaluated by the foreign product working group and revised in FY 1998. 
The revised program calls for the collection of five batches per year for each of the last 5 
years (25 samples total) for each source of API at each finished dosage manufacturer. 
Three drugs were selected for sampling in FY 1998 and five drugs have been targeted for 
FY 1999. 

In addition, CDER compliance program 7356-002F directs FDA investigators as part of 
their inspection assignment at a foreign API manufacturer to ask the manufacturer to 
provide to the Forensic Chemistry Center authentic samples of their APIs, labeling, 
certificates of analysis, container information, batch numbering information, size, and 
amounts of API produced and shipped to the United States. The authentic information is 
entered into the API database and used for comparison to suspect samples. 

C. Additional T raining for FDA Import inspectors 

FDA inspectors and investigators need accessible information to help them determine the 
authenticity of pharmaceutical products. One day of intensive training on how to conduct 
specific API inspections was provided to twelve investigators from Philadelphia, New 
Jersey, and New Yoric, and to 20 investigators, diemists, and managers in San Juan 
District. This training sensitized the investigators to issues involving counterfeits, 
unapproved sources and poor GMP’s in APIs. 

FDA needs to sensitize additional inspectors and investigators to counterfeiting issues. 
FDA will provide additional dosage manufacturer and API training to FDA investi^tors 
starting with investigators in the Chicago and Detroit Districts and the Pacific Region. 

D. Dnigl isting 

The Drug Registration and Listing System provides information on foreign 
pharmaceutical manufacturers based on the statutory requirement that they list the drug 
products they ship to the U.S. Drug Listing System pursuant to 21 C.F.R. Part 207 is 
currently used to determine the admissibility of imported pharmaceutical products. 
However, anyone can obtain a drug listing. The use of the system as a sole decision 
maker for admissibility has serious weaknesses. The system does not ensure that 
authentic sources or authentic material as described in new drug applications is in fact 
being offered for admission. 

The drug listing database does not interface with the Compliance Status Information 
System (COMSAT) which provides the acceptable or unacceptable compliance status of 
foreign manufacturers based on the results of CGMP inspections, nris COMSAT data is 
shared with other federal and state agencies and foreign inspectorates to ensure that 
pharmaceutical products purchased or cleared for import in their countries meet 
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acceptable standards. Ideally this data should be readily available to the FDA import 
inspector maldiig the admissibility decision. Because the COMSTAT system does not 
include the drag listing identification number FDA assigns to each manufacturer, we 
cannot easily match foreign manufacturers who have “listed” with their compliance 
status. The Drag Listing database also does not interface with OASIS to assist import 
officers by automatically comparing manufacturers and pharmaceutical products “listed" 
to products offered for importation. 

To partially deal with this shortfall in the present clearance system, a pilot was initiated in 
Philadelphia District to provide the import inspectors access to additional databases. 

Using CDER's EES system increases the probability of confirming authentic soun^ng of 
APIs. The pilot was set up in cooperation with CDER who donated a stand alone 
computer to provide the impon inspector access to the EES and IND databases, and other 
inspection databases. The system allows inspectors to retrieve additional important data 
in about 3 to 4 minutes on any API entry. The Philadelphia District Office is a relatively 
small API importing area compared to New York and Los Angeles. Nonetheless, this 
saves Philadelphia District fixim making about SO phone calls per month to CDER to 
verify information on these API entries. For example, the EES system allows the import 
inspector to determine which manufacturer is the authentic source, whether there is an 
approved NDA or if there is a valid IND. Also, the system provides summary 
inspectional data which indicates some level of CGMP coverage. 

ORA should expand the pilot, giving EES access to import inspectors nationally. First 
priority for setting up this system will be those Districts with large API importations. 
Eventually all ports in the U.S. should be included. This system will increase assurances 
regarding the authenticity of API sources; however, carmot provide 100% assurance. 

E. Enhancing Analytical and Forensi c Methodology to Analvxe lAPTsb 

It has been observed that counterfeiters are becoming more sophisticated with respect to 
counterfeiting labeling, containers, seals, and documents. Therefore, to detect counterfeit 
APIs it will be necessary to conduct forensic analysis of the API. The FCC will continue 
to improve its ability to detect counterfeit APIs by enhancing its expertise, forensic 
methodologies, and instrumenution. Numerous APIs have been collected and chemically 
fingerprinted. Recently, based in part on these analyses [what were the preliminary 
findings?], special targeted inspections were conducted in China, which resulted in one 
firm being placed on import alert and warning letters issued to two others. 

F. Develop a Strategy for Inspection of ll.S. Import Agenls/Rmkers 

A team of two to three investigators from the Central Region and Forensic Chemistry 
Center will conduct inspections at selected U.S. import agents. Experience gained from 
these inspections will form the basis for the development of a strategy for a 
comprehensive evaluation of U.S. import agents. 
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G. Targgred rnllection and Testing o f Selected Imported APIs 

Targeted collection and testing of APIs will be conducted. The targeting of the APIs will 
be based on intelligence from several sources such as; 

1 . Observations during inspections of domestic finished dosage 
manufacturers and foreign API and finished dosage manufacturers. 

a. Rejected APIs. 

b. Discrepancies in labeling, containers, certificates of analysis, 

container seals, sourcing documents. 

c. Discrepancies in laboratory results. 

2. Information obtained during inspections of U.S. agcnts^rokers. 

3. Selected API inspections of finished dosage manufacturers with a history 
of FDA violations. 

4. Adverse events. 

5. OCI. 

6. The pharmaceutical industry. 

H. Import Alerts 

As discussed above, the sheer volume of imported products precludes the agency from 
physically examining each entry, including those entries where historical data suggests 
products are likely to be violative. Therefore, one approach that the agency uses to 
control the entry of such products is the issuance of import alerts after violative samples 
are found. Import alerts disseminate information to interested parties regarding problems 
with imported products. These alerts can be used to identify problem commodities, 
problem shippers, or problem importers, and they provide guidance for import coverage. 
An alert may cover an individual manufacturer, supplier or a particular product from an 
entire country. As a follow up to an inspection, import alerts may also issue where it is 
determined that a manufacturer is in violation of GMPs. These products can be detained 
without physical examination or analysis because there is an appearance of a violation of 
the Act. 

Nonetheless, because of the volume of imported drugs, devices, and foods, import alerts 
can be circumvented. Especially in the case of APIs which can be labeled for non- 
pharmaceutical use. Most importers/brokers are aware that their entries of products 
under an import alert will be detained until they can provide analytical evidence that the 
product is not in violation of the Act. While the EEPS/OASIS identifies which products 
are subject to these alerts based on the coding entered into the system by the broker, if the 
code used varies slightly, or the name of the supplier changes, or the country of origin 
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changes, these items may be released for distribution without any examination. Importers 
and brokers may enter products subject to an impon alert unintentionally or intentionally. 

Moreover, firms do not always withhold detained product from distribution. Although 
the brokers are theoretically subject to forfeiture of a bond up to triple the value of the 
goods, the violators do not always get caught, and the damages are usually mitigated to a 
portion of the goods’ value. Consequently, ignoring a detention notice is considered by 
some to be a part of the cost of doing business. There is a need to establish enhanced 
procedures to ensure that an impfih alert notice for a product or company will, in fact, 
prevent the violative products from reaching the U.S. consumer. 

For example, a foreign firm’s import alert status should be communicated to all affected 
firms in the U.S. Another possible solution is preparing a formal import alert Standard 
Operating Procedures which provides for informing users of products on import alert of 
the violative status of these products. This program modification would put U.S. firms 
on notice that use or sale of the violative foreign product would be a violation of the Act. 
Specifically, one or more of the following options may be considered. 

1. Letter to the ru.sromer 

A customer could be informed that prior to taking possession of the product, that once the 
product is in domestic channels and in their control, they may be held responsible and 
any violative product may be subject to regulatory action. The issuance of letters to U.S. 
customers that provide notification of the violative status of imported products, that the 
domestic firm may otherwise distribute commercially, should induce domestic firms to 
deal with only reputable foreign establishments. 

2. I-etter to the Firm 

As an official notification of the import alert, a letter will be issued to the firm producing 
the violative product/s/. The letter will list the product or products which have been 
placed on import alert status. In addition, the U.S. regulatory agent (when one can be 
identified) will be sent a copy of this letter. Commercial agents may also be provided 
with a copy. 

3. Norifiratinn nf Appliranrs 

All applicants naming the manufacturer of an unacceptable API within their application 
will be identified using CDER information systems and notified via letter of the impon 
alert status. 

4. Federal Register 

CDER or ORA will periodically produce a list of import alerts for publication in the 
Federal Register. [Is this option repetitive in light of current practice or in the alternative 
unduly burdensome?) 
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.• 5,. Freedom nf fafoimatinn Art 

The letter to the violative finn infomiing them of their drug products’ import alert stams 
will be placed on display in the FOI OEBce; 

The advantage of utilizing the notification methods discussed above is that the steps 
outlined will ensure that users of products on import alert are informed of the violative 
status of these products. Because firms who may otherwise sell or use the violative drug 
product are given official notice Sf a product’s violative nature; a broader notification 
strategy will provide additional assurance that an unacceptable product is. not marketed. 

In addition, a broader notification strategy will not have serious resource implications. 
There are only a small number of drug GMP import alerts per year and the time required 
to issue the additional mailings is negligible. 

Additional FDA proposals relating to import alerts include; increasing resources for 
auditing the accuracy of the data being entered in EEPS/OASIS; and citing counterfeit 
products as contraband. All of these steps would strengthen the government’s ability to 
keep entries of violative products under control and assure they do not reach domestic 
trade charmels. 

rv. Regulations iRegulatn ry Proposals! Several Proposals were made hy the working 
group and can he reconsidered now ; 

Several regulatory proposals were made by the counterfeit drug working group and these 
proposals could be reconsidered in conjunction with the OHice of the Chief Counsel and 
the Office of Legislative Affairs. They include; 

amending section 304(d)(1) to permit FDA to seize and destroy a counterfeit drug at 
import instead of permitting re-exportation; 

amending section 301 (i) to make the knowing possession of a bulk counterfeit drug a 
potential prohibited act; 

implementing the FDAMA changes to section 510 of the Act to require the registration of 
foreign manufacturers and to permit tracking of product shipments from the foreign 
manufacturer to the importer; 

requiring manufacturers to report to FDA when they have information concerning an 
FDA approved pharmaceutical product that is counterfeit; 

requiring all U.S. manufacturers and distributors to certify (subject to the criminal 
penalties for lying) they are fully aware of the manufacturing activities going on in those 
foreign plants, that all of the manufacturing activities comport with all relevant U.S. laws 
and FDA's regulations; and requiring all U.S. manufacturers or distributors to only use or 
sell products for which the manufacturers of those products are registered and listed. 
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VI. F.vaiugtion 

All aspects of this progtam will be evaluated with respect to accomplishments, strengths, 
and wealcnesses. This evaluation will occur during January 2000. Reports will be 
prepared and presentations made to ORA, ODER and the Commissioner’s Office in 
Febraary 2000. 
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CASE INITIATION/MANAGEMENT REPORT 


CREATED BY: 
CREATE DATE: 
DATE INITIATEO: 
OATS CLOSED: 
CLOSING CODE: 
FORFEITURE: 


Berg 




lH9 i! 




CASE NUMBER; 

VY OFF TYPE # J P/1 


h9c'^ 


RELATED CASES: 

Iwone 


$/A AGENT: 


FIRST NAME: LAST NAME: 


Marc 


Reardon 


PRIMARY GEOGRAPHIC AREA 


CITY: STATE: 

CASE TITLE: 

Chula Vista 

CA 

INTER PHARMA INC. 

PRIMARY AGENCY: 


AGENCY NAME: 

FDA-OCt I 

Office of Criminal Investigations 


MPCC CODE; 


MFCC DESCRIPTION: 


PRIMARY CASE TYPE: 


705.100 


Counterleit Drugs - COER 


SECONDARY CASE TYPE: 
CODE: DESCRIPTION: 


716.100 

Misbranded Products - COER 










ORIGIN OP CASE -AGENCY: 

ACRONYM: 


DEA 


AGENCY • FULL NAME: 

Drug Enforcement Administration 


PRODUCT NAME; 


Various 


SECONDARY LOCATION: 

CITY: STATE: ZIP: 


Tijuana 
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PROBABLE VIOLATIONS: 


TYPE 

SEC. 

SUB. 

CfTATION 

Federal 

mm 

on 

FD&C Prdtibiled Act 

Federal 

Tm 


Counterfeit goods 


a 




SECONDARY AOENCY: . 
ACRONYM: NAME: 


DEA 

Drug Enforcement Administration 

CABOP 

California State Board of Pharmacy 

USCS 

U.S. Customs Servioe 






LEGAL CONTACT: 
[ GC Mao Norton 


SUMMARY OF ACTIVnY: 


In 1996, DEA b«gan identifying Tijuana, MX, pharmadea diwef^tg significant quantities of various controlled drugs from soudtem 
CaDfomia pharmacautlcal whoiasalers. The continuing identification results from USCS seizures of dnjgs from trucks headed to 
r^uana from the Chula Vista. CA area, as well through seizures from pedestrians returning from Mexico. One mail order operation 
was also identified circa summer of 1 967. Common to ait the eetzures is that frte drxigs bear labels of the H.L. MOORE CO.. New 
Britain. CT. Prad^inantfy botUes labeled Butalbital. a musde relaxer. have been seized, however, analysis of the contents 
Identified same as acetamirtophan. Contact with H.L MOORE disclosed that IKTTER PHARMA INC. purdtased approximately 
300.000 tablets of acetaminophen from H.L. MOORE, subseeuentiy seiiing those tablets to FARMACO D1STRIBUIDORA of 
Tijutuia. MX. It Is believed that INTER PHARMA and FARMACO are cMtsptring in the southern California area to print H.L. MOORE 
labels for placement on bottles of controlled and prescridien drugs obtained from H.L MOORE and oiher U.S. companies. 
According to the CA Slate Board of Phermecy, both INTER PHARMA and FARMACO have a vioiative history. Another company, 
identified as NOVA LABS has else been identified as a potential fiont company for FARMACO diversion activities. 

FARMACO has also been identified by SDFO as being involved in the past as a purchsser/distnbutor of Indiarhorigin 
pharmaceuticals, whidi are rebottlod and reiabeied m southern California for expoil to Mexico and sale to U.S. citizens in Tijuana 
pharmacies. 


INVESTIGATIVE PLAN; 

Interview witnesses. Attain subpoenas, execute search warrants m order to idontify the extent of counterfeiting activities lor 
prosecutive consideration. 
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Forgione, Frank 

from: Widup, Richard 

Sent: Tuesday, January 26. 19996:^ PM 

fo; Forgione, FranK: Haynes, Stephen 

Subject: "Counterfeit" Drug Matters 


Gentiemen: Here are some thoughts that I have based on ttie meeting that transpired this aftemcxan: 

1. Whenever they decide and whoever they decide to from the Import Operations branches, they absolutely need to 
insure they pick someone that has first hand experience with die mail order shipments that come in. 

2. Concentrating our efforts on incoming APIs and finished dosage forms is appropriate. Forgetting to include those 
products that are salvaged (which the FDA has never addressed to my knowledge) would be a mistake. There are several 
prcKfucts that are manufactured and then salvaged a number of reasons that I know end up'teing marketed 
throughout the world. Interchem has sent me faxes ftom suspect firms that are In just that business. ‘We should look at 
these guys as well, like initiating some inteliigencE on them and seeing we can break something. 

3. Whatever is done concerning Import Operations should also Involve those person(s), businesses, etc., that are 
importing products for compounding. It amazes me that the FDA will grant authority to allow someone to import a drug 
for research purposes without any stipulations. FDA needs to identify the amount of product that any firm can import, 
and delineate for what period of time diey can do this. Otherwise, we are allowing anyone to import anything, provided 
that they complete the paperwork. 

4. For what it is worth, it would be nice that any definition of "counterfeit” be similar to the definition of counterfeit as 
stated in Title 18. It would make prosecution that much easier in the long run. This agency doesn't need to create 
another definition in a vacuum. 

Just a few thoughts. -Rich- 


i 
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Forgione, Frank 

From: 

Sent: 

to: 

cc: 

Subject: 


Doug' Frank wanted me to pass this along to you. along with some information that 1 recently obtained. The delay in 
getting this message to you is mine, as rt took me a while to find someone in the FDA vrfio could explain this process to 
me. 

The products that werei received in Memphis probably came in through the air facility. Nashville was listed because they 
are the district that services the Memphis FedEx facility. They were unapproved new drugs that apparently did not initially 
contain enough import inforrnation. More than likely, the FDA contacted the broker who m turn provided some information 
that was acceptable , and then the products were delivered. Since this drug is under patent, mere are a couple of 
scenarios that might explain why attempts were made to ship It here: 

1) . It is a drug that is being used for compotmding or some other INO process. 

2) . It is being sent to the US in preparation for tois drug coming off patent. 

3) It is an attempt to market an unapproved and possibly counterfeit version of the legifimate product. 

Frank asked me to pass this along to you and ask you to have someone in Nashville follow-up on this. While these acts 
themselves are not "hot", this issue of "counterfeiting" is. Director Vermillion and AD Forgione nave spent the better pal cf 
the last two days in meetings over at Parklawn on this matter, mostly as a result of congressional interest. In particular, it 
would be nice to know what happened to these products. Where were they being shipped, and for what purpose? If this is 
a “routine" matter, hovi/ often does it occur? Has this happened more recently that the dates man we have been provided? 
is anyone in the district nottfied at»ul the receipt of unapproved drugs, and if so. how is mat documented? Please give me 
a calf if you have any questions. Thank you. -Rich- 

— Original Message — 

From: Forgione, Frank 

Sent: Thursday, January 21, 19998:2SAM 

To: Widup. Richard 

Subject: RE: CounterfeH Drugs? 

Rich • Have you received any subsequent calls from Bennett? What action, if any have we taken to detemine ord^ed 
me products and what action was taken by FDA 

— Original Message — 

From: Widup, Richard 

Sent: Wednesday. December 09, 1998 10:19 AM 

To: Forgione, Frank; Haynes. Stephen 

Cc: Rawls, DwigM 

Subject: Counteileit Drugs? 

Gentlemen: I received an interesting telephone call this morning from Mr. Ian BENNETT, an employee of Carratu, 
London, England. Carratu is a private investigation firm. Carratu has been retained by SmithKIine Beecham 
(SKB) to investigate the sending of a particular drug to tiie U.S. that is still under patent by SKB. Mr. BENNETT 
stated that he had gone online to the OASIS Database and determined that there were three entries and 
detentions of the product "paroxetfoe” (an anti-depressant) into the U.S. within the past year arto a half: 

1. Arrivai date 4/27/98 in Nashville, TTi. Product sent from Singapore by HT Consultants Private, LTD. Pifodut^ 
code listed at 66V6B99. Reason for detention: unknown. 

2. Arrival date 01/15/97 in Nashville, TN. Shipped from Canada (London, Canada?) by JL Ford. Reason for 
detention: Unapproved New Drug-No IND. 

3. Arrival date 10/01/98, New York, New York. Shipped from Spain by* Medichem SA*. Reason for detentton: 
Not y^ed. 

Mr. BENNETT stated that he wanted to know who these products were intended for, and if possible, the amounts 
shipped. He did state that • Medichem* was cleared by SKB to ship certain amounts of this product to the U.S. 
for research puiposes ONLY. 

Again, this drug is under patent and should only be manufoctured by SKB or their designee. 

i 


Vlfidup, Richard 

Tuesday. January 25. 1999 6:43 PM 
Fabet, Douglas 

Forgione. Frank; Haynes. Stephen 
FW: Counterfeit Drugs? 
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Before I get back to him, I thought that maybe OQ ought to know this information as well. It appears that there 
is a breakdown in the system about alerting OQ to these potftUSa! situations. Maybe we ought to look into this to 
cfetertnine what the product is (was), where it is at now, how mtKii was shipped, etc This might be also 
situatitm where innovators are trying to send their product to toe US to build up thar stodcs in antidpation of the 
product going off patent. I do not know when this occurs-.but Dwight probably does if he has a current cooy of 
the Orange Book. It could also be an outright case of marketing an Unapprov^ New Drug. In that case, and if 
the product is still around, we need to have the FDA obtain a sterile sample to send to FCC for analysis. 

Please advise on how you want me to handle Mr. Bennett. Thanks. -Rich- 
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Fofglone, Frank - 

Proffl: Widup. Richard 

ent: Monday. January 25. 1999 12:18 PM 

To: Vermillion, Terry 

Cc: Forgione, Frank; Haynes. Stephw 

Subject: Gentamic^; Trimeyioprifn af«3 mattere 


Gentianen: I spoke with Mr. Fricke this morning in regards to the above. Here is an explanation: 

Concerning gentamicin: The m^o sent by Karen Wdntk and prepared by Mr. Fricke indicated that in 1995 Helm became 
the US agent, yet In 1996 Reisman dipped the iwoduct in quesUcm. When a^ed about this discrepancy, Fred menttorted 
that his d^es may have been rrtsleading, and that he vwHild research the matter. In essence, no one shifted product 
when they weren't at the time the legitimate US agent. Therefore, no issue there. . 

Concerning trimethoprim; I asked Fred why he thought that the product manufactured by NE# 6 was counterfeit. He 
^ted that t»sed upon the feet that when the inspection ooturred there was no active ingredient present. That, coupled 
with tile high number of impuriti^, would be indicators that the product was manufectijred by unapproved soun^ for 
NS # 6. Fred said tiiat the Certificate of Analysis (COA) would tiierefore be counterfeit, beause it stated that the product 
was manufectojred by NE #6. Fred did admit that it is also possible that the product could have been “sivitehed out" by 
anyone in the process. In this case, NE # 6 shipped the produa to Sinochem, which in turn provided it to ICC-China, who 
gave the product to ICC-US, who then delivered it to Sidmak. Fred acknowledged that It is possible that NE # 6 could 
have manufactured legitimate produd; and that someone along the way switched legitimafe product for lesser grade 
product, and transferred or produced a COA to cover the switch. I imormed Mr. Frkbce that one of the isst^ that we 
needed to resolve as an agency was the use of the tenn "counterfeit" versus "unapproved drug"; and that it appeared 
that tile term "counterfeit" was being used more oftei than it should be. 

The congressional visit to FCC did hear about the Ravine case, the trimethoprim matter and tiie BioChemica Opus case, 
js well as the problems with the FDA import system. 

-Rlch- 


1 
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Forgione, Frank 

From: 

ent: 

To: 

Ce: 

Subject: 


Widup, Richard 

Wednesday, January 20, 19994:34 PM 
Forgione, Frank 
Haynes. Stephen 
FW: gentamicin 


Gentlemen: FYl. -Rich* 

->-Onginal Message-^ 

Pram: kwolnik@orz.fda.gsv (SMTP:kwolnik@ora.fda.9ov3 

Sent: Wednesday. January 20. 1999 4:05 PM 

To: nvidup@or3oa.ora.taa.gov 

Subject: fwd: gentamian 

Comments By: Karen Wolnik@FCC.INORGB@FDAORACER , 

Originally To: Karen WoInik@FCC.INORGB@FDAORACER 
Originally From: Fred Fricke@FCC.DD@FDAORACER 
Original Date: 1/20/99 3:58 PM 
Comments: 

Rich, as you can see we drafted this email some time ago. I thought Fred sent 
it and I suspect he thinks he has but it was never sent He's out of the 
office until Friday. Anyway, I'm sure this is what he talked to you about. 

If you have any questions, please give me a call. 

Karen A. Wolnik. Director Inorganic Lab. Branch 

USFDA Forensic Chemistry Center, 6751 Steger Dr., Cincinnati, OH 45237 
Phone 513/679-2700 x181 Fax 513/679-2761 
email kwolnik@ora.fda.gov 

{Original Message] 

Comments By: Fred Fricke@FCC.DD@FDAORACER 

Originally To; Raymond M!ecko@CHI.DO@FDAORACER, Jon Hunt@DEIO@FDAORAHQ, SMTP 
(GRAYS@CDER.FDA.GOV], Richard Widup@OCI@FDAOCIHQ 

Originally Cc; Susan Setterbefg@PH[RO.RFDD@FDAORACER. Joseph Phillips@PHIRO.RFDD@FDAORACER, Karen 

WoTnik@FCC.INORGB@FDAQRACER 

Originally From: Fred Fncke@FCC.DD@FDAORACER 

Original Date: 1/7/99 1:56 PM 

Comments: 


V. Rene'e Moore. Secretary to Director, Forensic Chemistry Center 
6751 Steger Drive 
Cincinnati, OH 45237-3097 

Phone #(513) 679-2700 ext 184 FAX# (513) 679-2761 

(Original Message] ■ ' 

Adverse drug events involving gentamicin sulfate injectables have been 
reported. The finished dosage product is produced by American Pharmaceutical 
Partners Inc.(APP) ( formeriy Fujisawa) located in Melrose Park. Illinois. The 
gentamicin sulfate active is manufactured by Long March Pharmaceutical Plant 
located in Sichuan, China. The Forensic Chemistry Center was asked to 
conduct analysis of these drugs in an attempt to discover the cause of the 
adverse drug events. 

APP maintained retain samples of all the gentamicin active lots that they 
received from Long March starting in 1 996. Samples of each of these lots were 
collected on November 23,1998. Numerous analyses using several different 
techniques were conducted on these samples but did not reveal a causative 
agent, however other significant and disturbing facts were discovered and are 
described below. 

On February 9. 1996 APP/Fujisawa ordered three lots of gentamicin sulfate 
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produced by Long March from G.M. Reisman ( Long March's U.S. agent). They 
requested deitvery by March 3,1996. and the lots were received on March 8. 

1996. These lots consisted of SKg eai^ and. possibly, were used for 
validation punaoses. ^so on February 9,1996. Uiey ordered larger quantities 
of the same three lots to be delivenKJ by AprS 3,19^. These were received 
jn Apnl 11. 1996. and coftsisled of 15 containers (5kg each) of lot # 
SC-GM-951108. 13 cof^tainers (5f^. each) of lot # SC-GM-951 107 and 13 
^ntainers (SKg.each) of tot # SC-GM-SS1 104. 

A chemical "fingerprinr was established for each of the lots of gentamicin 
sulfate active, utilizing 2 HPLC methods, ton Chromatography, and ICP Emission 
Spectrometry. 

***The c^iemkal "fingerprinf for lots SC-GM-951108 and SC-GM-951107 received 
ofj March 3, 1 996, is identical to foe same two tots received on April 1 1 
1996. The chemicat " fingerprinr for tot SC-GM-951 104 received on March 3, 
1996. is signiiicantiy different from the same lot received on April 1 1. 

1996.— 

Authentic genfomicin sulfate produced by Long March was analyzed extensively 
in the past during foe Investigation of Flavine. It is interesting to note 
that samples of authenbc material produced from 1/88 to 7/91 had a consistent 
chromatographic pattern (Pattern A) when analyzed by ion chromatography. 
Samples of material produced from 8/91 to 4/93 were consistent with one 
another but had a different pattern (Pattern B) than the earlier material. We 
do not have any more recent authentic material. 

Ion chromafographic patterns were also developed for the material collected at 
APP/Fujisawa. VMth the exception of the April 11 th shipment of SC-GM-951 104, 
foe material from 11/95 has Pattern A. foe same pattern observed in authentics 
prior to 8/91. The April 11fo shipment of SC-GM-951 104 had Pattern B. The 
material manufactured from 6/96-2/98 has Pattern B. Coincidentally, after 
1995 foe US agent ch^ged from Reisman to Helm. 


2 
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Forgione, Frank 

From: 

Sent: 

ro: 

Subject: 


Terry 

i spoke with Mark Robinson. Director of Customs FraiKJ Irwestigatiorrs Division. He was very cooperative, but could 
provide little insight regarding the requests from the Hill regarding dris subject. I mentioned some of the cases we have 
worked with Customs involving bulk {Flavine, FTZ>. He indicated that to his knowledge any case involving bulk would be 
worked with OCI and that he did not tsefieve eft bulk was a problem in the U.S. He wHI have his Program Manager Dan 
Vargas call me with any additional information they may have. 


Forgione. Frank 

Friday. January 29. 1999 11:10 AM 
Vemiiliion. Terry 
Bulk Counterfeit 
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Forgione, Frank 

From: 

snt: 

To: 

Subject: 


Frank; Tom Barker from Heatih Canada contacted me yesterday to inform me of the details of this meeting in Ottawa in 
May: 

The meeting wifi be held at the-Delta Hc^el in Ottawa, Canada, 361 Queen Street, Ottawa, C^tarto, Canada KIR 7S9. 
Tel^hone: 8W)-268”X133 or 613*238-6000. Tom suggests tJiat OQ make arrang^enS as soon as 
possibie-Arrangments have been made for meeting ro«»ns in tee hotel. The hotel is centrally located and is offering 
rooms at $129.00, Canadian (the federal per diem rate is $9l.00-which means the hotel is within our lodging rate, give or 
take a few dollars). Have you decided who you want to send? 

I passed this information along to Bob Gillespie. He states teat the Germans and the Belgians wiS be In attendarwte, along 
vrtte himself. He stated teat there are several people interested in attending, but that teey would like an offkdal invitation 
to this in order to Ju^jfy the ojsts. I vrill forward tee list of personnel that Bob suggested to Tc^n Barter. 

Representatives from Malaysia would like to attend, provided that someone could pay for them. Do you believe that asset 
forfeiture would cover this? Might be a stretch. Anyway, this is tee latest. -Rich* 


Widup, Richard 

Saturday. FebOiary 27. 1999 4:25 PM 
Forgione, Frank 

Cross-Agency Anti-counterfeit Meeting 


1 
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Food and Drug Administration 
Central Regional Office, Philadelphia 
U.S. Customhouse 
2nd & Chestnut Streets 
Philadelphia, PA 19108 

215-597-4390 
215-597-5798 (fax) 


Total Papes: A ^ 

Date; 

( - .□-3'-’?^ 


From: 

Joseph X, Phillips 

Regional Director 


215-597-0492 (voice) 

FAX: S\3 -(^7^- 1 



Voice; 



If assistance is needed, please call 215-597-4390 x 4007 

This doeumem is intended only for the use of the addressee and may contain information 
that IS privileged, confidential, and protected from disolosure under applicadle law. 


Remarks: 
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POOD AND DRUG ADMINISTRATION 

Office of IMS CoiisiniMtaiier 
Office of Suscutlve Seenunet 
3600 PcKitn Uoe, KF-4Q 
RoeMlle. MuylMd ZOSST 


Pu No. (301) 443-1(63 


Teitphow He. (301) IZ7-MS0 


FACSIMILE TRANSMISSION SMCOSD 


NUMBER OP PACES (net iiidiidiii( eovenlsau) - 


'3^\c-s:^n--sa*i8 

Ft* No. TWephooe No. 

FR<»I; 



NOK lfy<«HDaeticCT»»>»«ibl»6ec— .H«4e«e»i»Ml»»ineH»pw»«.|ila»e«*H«»««‘ ""«»< ii«i l y 

» me vaepOOM Msmcr lOore^ 


THE DOCUMENT IE (rOWDO ONLY FOE THB U8R OTTHR FAi mfTOW HOM fT K A QQgWSSgP 
and may contain WPOEMATIOH that is PUVILBGBa CONFIDWfrUL, AND nOTHCXBD 

ntOMDISCIXISUUUrilHSRAlTLJCABlXLAW. BfBwareMdMiMlfan.or>penaBIUlNnudUdeGMr 


■tlfiiWd tfyeutaeeiKailPiMiMeABaMMe* 

tsoiadUoelT floOfy os by tetaplmM wA rean ■ l» «• N (be ibove n Mr CN bjr nil TbaiA jncu 
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OFFICE OF THE COMMISSIOinER MEETING 
IXEOJTIVE SUMMARY 


Dal*: Jsimasy 37, 1P99 
Ti»*: 3K!0-*:00 p.m. 

l.iic«HA«: Room 54-68, ?»k5svm 

Subject: Cnunteifeit Drug Inilielive 

AReBdecs: Jane Henncy, Michael Friedman. Randy WykoSP, Janet Wnodcock. l erry 
VotmilSion, Mareatw Porter, Gary Dykstra, Joe Phillips, Fred Fricke. lack Mitchell. Brad 
WilU»ni,5, Walt Osborne 

Meeting Purpose; to provide backsround report on the Counterfeit Drug Initiative and 
discuss and prioritize potential “next steps" 


BstkgroBiBJ: 

In 1993, the Cincinnati Forensic Chemistry Laboratory suggested to Dr. Kessler the possibility of 
ealahltshiug an agency-wide Initiailve related to counterleit drugs. A number of initial meetings 
were held, but with varying oplnium on how To address this issue, oo clear-cut agenda 
developed. In late 1996 Dr. Kessler a.shed lhai the ioiilatlvc be coordinated by the Office of 

Op«(UUona. 


Over thi suWquerrt year, ft series of mectui^ft was held, involvinig ORA manBgcmttni, vatIuus 
ORA compnn^nh; (including OC1, the Chemistry Lab, and ORA field staff), CDER, 

OSI. OCC and others. A woiA liNt of potential action it«ns was developed, prioritised, otkI 
implemented prior to the irrminatinn of the mitiativr in late 1 997. 

The initiative was lenninated for several reasons: 

o While counterfeit medical pttrducts were found to be an issue of significanl 

potential importance, no specific need for a Comroissioncf s Office initiative was 
identified. 

o It was fell that the Centers and ORA were the appropriate FDA components 111 
deal with counlerleils as a pan of their un-going workload and that they should 
have the prerogative and responsibility to detetniinc if proposed expenditures 
were lu-siified in the face nf other on-going needs. 

o With the picuage of FOAMA. subtiUimia! new, higher priority, lesponaibilltlc* 
were being added to FDA. 
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Page 2 - CcunhaTcal Drugs 

Major Actions token by Um working group ineiu^aii: 

A) Communication 

t) Chitrearh and CnocdiiuRioD was estsblt«hcd hctwr:#!n FDA and othnr tbmign rFgulafitry 
bodies 

•Mcctioe with British Medicines Contra! Agency (April 1997 and September 1997) and 
with various British law cnforconent groups (Septc*nber 1997) 

•Meeting with British, Canadian, Aiistralian. and Cicrman regulatory authorities was held 
{Octobct.1997) 

•Meeting with German law enforcement uithorities (January 1 998) 

•Meeting with Spanish National Police, imerpol. and Pharmaceutical Security Institute 
(November 199*0 

Information about a vanety ol'counterteii products of concern in other countries was 
relayed to PDA through these meetii^. AtldtiionaJly. channels of communication were 
established or fonnallaed. 

2) Outreach and communication between FDA and industry representatives 

•Meetings held with several dozen executives and senior level security managen« uf major 
dumeslie phurmuceutieal monufaeturerB. Additionally, meetings were hold with 
Phamacoutieal Security Inetitute (Se pt e m b e r 1997 and November 1997) 

In addition to information about «qtAeinc areM.« nf CAnerm. channels of communication - 
were established 

n) JminiiM 

1 ) Over 30 ORA investigators underwent specific training regarding issues related 
cuuaterl'eits and related issues. 



1 ) l o ensure follow-up to a previous case of counterleit bulk product, inspections were 
conducted at t S nntshed dosage manufacrureis In the United States and abroad. More than 1 ,000 
samples were collected. EUgulatory actions, including recalls, resulted lirom the analysis of 
these samples. 

2) Over SO rumples of each of three commonly used biilk i^temiAccutieol products were 
collected and analyzed for impuritiaa and chemical fingerprinting. Baaed in port on these 
analyses, special targeted in sp ections were conducted in China. 
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Pag« 3 - Caiunct&it Oiuga 
Ul 'CatTgctive Anion 

1 ) A pilaf study wss inittated to permit impoft inspoetors to have asscaa to existing l‘DA 
databases. This pilor snidy, earriert out in the Phitadeiphia Diftriet, was felt to be a suecs» and 
provided import nperatione siafT with addition*! vuhiable reaoutoes- 

2) An “authentic API database" wa.t begun by the bnrensir Chemistry I ahoratoiy. 

Additional details on the actions taken hy the woiksroup nanicipants aro ineluded in the 
summaries subitiitted by Jack Mitchell flab A) and Ron Chesemops fTab Bl. ^ 

msf'LISSIONS AND POSSIBLE NEXT STEPS 

There are several general areas where additional Agency action could be taken to further reduce 
the risks po.sed by couoterfeit drugs: 

loiiisiivs ReuKding imnonaiiun Of Bulk Proiluct. URA will develop apian to contain 
any public Ucallli prublons aasoclaied with the importation of eouniorfeil bulk product, while, at 
the some time, aitemptiiig to assess how widespread this problem is. 

Potential action items could include. 

- deveioping o strategy for inspectioo of U.S. impurt agcalsArrokcrs 
-additional training for FDA import inapcclon 
•-increased random aaeapling of imported products 
— targeted ttwiing of selected bulk imported produota 
-enhancing analytical and forensic methodology to analyze API's. 

-evaluating the continued development of. and access to. the API Database. 

21 Repulation.f ‘teveral nro nosals were m ade bvihe wor k i ng g wi lP a a d cou id hfcdnuon^^ ii te d 
now : 

0 Amend Section 304 (d)(1) to petmit FDA to seize and destroy a counterfeit drag 
at import instead of permitting re-exportation: 

o Amend section 301(1) to make the knowing posaiasion of a bulk cnumeit'eit drug 
a polenliat ctunuud act; 

U Impleirient the FDAMA proposed changes to Section 501 of the Act in require the 
regisuuiimr of foreigu iitanufactureis and to permit tracking of product shipments 
from ihc finoign niorrufaulurer to the iisipimci. 

o Rerpiire itumufacturcre to report to J'DA when they have itilumiatiuii coneumiiig 
no FDA-approued pharmasautioal product that is eounterfeit. 
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Page 4 -- Coxrmerfcit Drags 



1 ) “Pervmal lm|Wtation'’ Itsuos. ‘rhere ts growu^ concam regarding the imptmution of 
unappmvaH llnishrul pharmacftuticalK both by border drive-overs and internet uni<«r^. 

2) '*Ccmpoiuuiinu'* issues. ‘I'here is growing concern ahoui the issues of bulk importation of 
unapproved products dcstin^ for compounding. 

3) Foreign Trade Zones, iltere is growing concern about thepotential of foreign trade zones to 
raise unique and novel challenges to FDA's reguiatory authority. 

4) Congreasiumd Interest. Theit was substamiaJ congresstcmal staff interest in counterfeits 
during the last session, and there remains a pMsibility of a hearing in the early part of 1999. 


EteeuCive Sreretariaf Contact: Walt Osborne, <27-4431 
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To: Rudy Wyknrr. M.D.. 

Asodate CommiSBaiu foe Openthxis 

Dale: /uuary 9. 1998 

Prom: Jack Mitchell 

Rc; OSI Countcricil Dnjg Working Group Projects 

1. Pilot Program of tha EsMbiishmenc Evaluation Syslom (EES) in the Philadclphti piatriet 
Office ImporK Branch 

This pilot ptOKram. iniliiUy esuUishcd In the Philadelphia District Office. wa.s intended 
to test the CDER Rsublishinent EvaJualion System (EES) to ttotmine approved souioes of bod) 
fmahed and Active Pharmaceutical Ingtedients (API). The database allows import manafets 
timely access in additional infarmaiion regarding the approval sums of drugs impoitcd into the 
US. 


In June 1997, Ralph Lillie (CDER) and James Hunter (OSI) met with Philadelphia 
dinriet office aaff lo mviow the dau base assess, its strength.) and weaknesses, and train ataff 
ennrerning the ‘search” eapabilifies. The short training session dsmonsttaied the time-saving 
faititres of the dlUhass. An evsluttliui of the trial period wu planned within sixty days: 

Philadelphia Diitrict Office Impoits Branch Supervisor OiUvio Parcnli .tunimarized Ibe 
EES trial period: Oepeading on the amount of infoimation available, the peiiod of Utrie 
eapeaded to gain access to lbs dua nnged ftom fony-five seconds to two-to-four ininuies. the 
Dlstrtct concluded that Ibe diU system can be learned (juieMy and offer easy access, ti wu 
suggesud that me data system should nave addiiionsl print cipabilllic.t. Some training of import 
entry reviewers would be roquiRil. 

The District recommudad bES eoniinuaiian in the rhiledciphia EES location, and the 
inclusinn of nnp. nr two additional districts. EES ifUnface widi other diubsses ((X>M1S, 
OASIS) al.sn most be addressed. Prom CDIiR‘.s pmpectivn. three isiiueJE remain- (1) lo chnge 
(he operating protocol from DECNel to TCP/IP (the most difficult ask ud COBR has nni yet 
initiated): (2) coordination with ORA on use of two systems on one PC. and: (3) inspector 
training. 

i. Interview Pharmaceutical baecmives 

Occasionaity acoompuied by OUA field personnel. I incci-viewed .xeveial pharmaceutical 
essnitives and security personnel, including former PDA'er Richard Davis, an acknowledged 
capen in impon nperaiioiu ud drug inspa:iions We gaihcicd background infnimaiion and 
contacts on the severity ud volume of die counterfeit drug acliviiie.). (mm the indiutry 
perspective, and sought cnoperation in sugge.siing meltiods of preventint the problem from 
prolircrlting. 
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Uiis iiitervlBwiiii itpect of ihe FDA wockinj troup wu lomewhai limiled due U) 
Pudfeiiiy consninls ud iltenuilve priorliics, ind wu noi compleM to the extent Out wu 
origintUjr plumed in Itser 1996 when the working group wu formed. 

3. Augutt 13, 1991, StMiu Report an 1 1994 FDA Diicutiion Paper; *itecanimend«ians to 
Sirengttien SurvelUanoe and Eaforcemcni operations With me Impottauon of Homan Drugs", 
prepared bf Richard Davis, then Regional Director, Mld-Aitaniic Region. 

Staff from ORA, C06R. and OSl met to diseius the eunent status of the varioiu action 
iremt on PDA's April 90. 1995. report to the PHS Inspoeutr Geoerai (attached). The thirteen 
items involve Jnieraal management tlerisinns within C>R A OteadtinanKrs. field), as umil as 
CDim. 

4. MtiCh 12. 1997 .Sums Report on December 199S Report on Federal Managers' Financial 
Integrity Act Initiatives nn Weaknesses in the Enfotcemeni for Imported Foods — ORA and 
Q.SI review of updated teforais, 

AUhtmgh maietiat weafcnesstts mar were orlgtnauy tdendfred Cocused .sotety on rood- 
rclaltiii ifflporta, die main fneus of the group meeting was the possible impact of tlie.v; coiiecitvc 
actions on PDA's enforcemont program for imporled bulk drug artd finish do.segc drug products. 
(Aiiached) This OHHS reporting procedure tracks program import program porfonnance. and a 
review of Ihe milestones bu been helpful in ihe hmarler discitssions. 

5. People’s Republic of China - Minister of Health's list of inferior medicine and subsundard 
manufacturing sites. 

OSI obtained and then had iransttied with the assistance of OHA and the Sute 
Dcpai uneni, a People's Republic Of China IM of nunufacumng situ which have maiiufacniied 
inferior or counterfeit drug bulk produces. Metnu with OSl-iecummendeil' actions was ctrvutaied 
thrrsughout the agency, including OHA, ORA rtnd COER, and OC (attached). 

ft. Canadian Hulk Henjneainn Drug Case; Brnuocaine drams from Ckiiu had eniersd the US ort 
two occaaotts. then eventually lejecied by the Canadian firm for its “off rolnr" r\9l fnllnweit 
up on import procedures samifiittg with Od and the Buffalo Disuia, with ullimaie 
determination that product matched USP qiecificaoons. 

7. Phattnaoeuiical Security Institute and the Intemadonal Federation of Phaimeceuiical 
Manufectuiers Association: ThU Indusity group is compoaed of major mulUnalional 
pharmaceutical companies. The private organlxatiotra major focus is counterfeit acilviiics in 
Third World counirioji. pattieulariy Seuiheasl Asia. From this organiulion's pcnpccUvc, 
counterfeit activities am “our of coniror*. and the prohlam.s am increasing. Their ITPA conuraw 
ate Stuart Nightingale, and OCT. 

the organiulion offeicd In send infonnation lo OSI. but failed to do .tn. despite repealed 
requests. 
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In Sspiember. OCI (Riehifd WUup vid Kim Rien) vitiicd England to meet with 
(eprcBntftive.t fmn thi< Orgininition. and fitnsiimibly galhetcd funher inieUigenoe. 

Funhermote. SlephaiUe Giey. OCI. and otheix. as well as myself, met a frw mnmha ago 
with Oar British and Aiisinlian counter-pans to discuss issues of ntulua] interest Although T 
was vriilmg to engage in additional foreign uavel to suppon the work of the "task foree”. we 
deferred to UCl on mtemalional visits once they became the agency's point of conuct with 
WHO. MCA. and other outside organizations with an tnierest in this subject. I have no 
additional knowledge of infatinailon gathered as a tesult of these relattonshtps or trips, other 
than a few mems circulated by Dr. Nightingale's omce. 

8. Next steps — Most follow-up seem to fall to OCI, unless the agency decides tn cominue with 
intcrvtews of phamiaceulical lefimsentatives and other potential tourves of information, or 
pursue investigative leads gathered since early ‘97. 
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Memorandum 


April 

Ksmlil a. Oioeniore, ACRAK^l 
A£e<RcyOxtntcKfdlDriig}mti^^ 



Randy Wvikoir.MDMPB&tM 
A.CO 

'This IS In response to s«ar mquicy on the 1 W rountofeit Drag bttHetive. 


1. Visit fer^gn bulk maftufecisrers/ FLA VINE FollewoupAuvestigator Training 


A. iSSUS 

Conduct foflow-up «t filched dottge msnuficturers thtt aOegedly received 
eountorfoH buDc ptuurmscauticals from Flevbte Intemfttionei. 

B. 4CTfON TAKEN 

• One day of intensive (ntning to eonduet spadfie AFl (active phanrnccutkal 
ingredient) inipeedemt was provided to twntve mwfti^ort Rom PhUaddphia, New 
Jersey and Hew York, and an additional 20 myettigetort. chemitt and managora in 
San Joan District. TWs training seautized them to iw«« involving counterBsta, 
unapproved sources and poor OMP’s in APla, 

• API Inspections were conducted at 15 Rniahed dosa^ manu&cturers. SanuiiBS of 
several acUve b^pedienu labeling certificates of anJyiea. and seals were collected 
for Miatysis and watuaiiofu More than lOQO samples have been coUected. 

• nuPin^ecUonavrara conducted at thnee bulk pharmaoeuticaJ factories in China as 
a naadt nf rbe Porancie Omiustry Center• ** cralustion of aunplca produced at ItefC 
factones. 

C FINDINGS 

• Trimettoprim impofted from Northeast #6 (a Oanese API Producer) was fmmd fo 
be enumerfeit. Tto Trimethoprun conums excessive in^uritres of unknown toxicity. 
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330 ms. of impuiMc* wfl be aonKimed m 14 days, <lle imma! duratian hx 
Trimetfaopiit B thafspy. Aniiuipeatian wsa candueiad al NerttMaa *6 and a Waouns 
IjatnrwsaitaiKd. Th* ofline ofCriminil inveteitatiena haa been aleftsd. 

Trimethoprioi iinpattai IhHn Guangdons (a Qiineae API pnxfueer) was found to 
eontaiii axeeasva impuriliet. An uupeetion was conducted at Guangdong and they 
awe placed on imp^ alert as a ranih of the inapeetioa. 

The chenueal fingetprint of teneyeSne Ihxn Tianjin (a Chinese API proAioer) dM 
net match the authentic. An hapection ana conduced at Tiai^in and a Waning 
Letter issued. 

Several ducrepancaes have ben found in Ubding and certificates of aialysis belweeu 
those at the finished dosage maraifaElurer and the authemk API produser. 

Oaiot GMP (Mdeneiet avara nbaaaved at nsme of the finished docage manufaecurata 
and are betng pureund by the TTiatriras fitr rcgulaloiy ennsideratirtn 

In cooperadoo with review chemists and compUanee staff Grom CDEA. the Forensic 
'lienasliy Center conducted inspections ofBiochimica snd Archimica. two API 
naua U h etuTBS in Italy, aid analyzed more than 100 samples of cafadorinlennediatcs 
and firished ceGidar. As a leaukoflineinspeolions and analyses, it was proven that 
Biochimiea and Aidiiiniea thujiiivt their drag masiar files This led to pltdng 
Bksehtffllea in the AppUcalion Integrity progfim and the recall of cefaclor, 
minoeytdme, and dendamyda, both the API's from thesa manutacraiers and the 
finished dosage forms made fiom them. 

One of the API inipaction at Steria, a Gniahed dotage manulheCurar, revealed that 
they had iiend ituttMTeua unapproved snurces of API’s in thair finished doeo produeta. 
The district ia considering regulatory action on this israe and poor GMP’s, 

On e of the API irapeetions al TEVA. a finished dosage manufiuturer. revealed that 
thry were using CBncfatydn from a new source, Chongqing, located hr China. They 
pixrduced snd distributed the finished dosage produet without validation of the new 
source. TMs product has been rccaited. 

next STEFS 

The Foienaic Chemistty Cemer will coniiiate to evahiaie the samplas, labeling, 
earlifinstas of analyiia, ate. coRectnd at the finished dosage manuracturm s. 

The Forensic rhmei.'Ury renter will enntieue to esIaUish and maintnin an authentic 
API database. 

A strategy will be developed for inspection of sdeeted U.S. Agents for API’s. 



99 


TMfliag wU be prtnMed is amaigMon end inixstiun wU be eend ucted. 

• Iiaptiee «f i difiri e m l idimiaed donge immiteautOT md ATI peining for 

Oikiga/Detreit ud PidSe Ragian invMtigslan. 


2. feraiEg latenctieB* wbli tevtmment aed sther aRieialt m Eurepe. 

A. ISSUE 

• Establish liaisoB ocntacts vnth a crou aaetioB of ofiSdtb from Europe in order to 

opdi a eoaimunicatiem ehsiuiel for iiiture eo^nralion to dialog on cooider^t 
phannactuaetls and ether FDAAXn conoaniL 

B. ACTION TAKEN 

• In October 199? Spedil Agnu from dw Office of Criminal Inveetigialione (OCt) 

taiikpterton TOA/OR A’f Central Region OSee, end the Foreodc Chemietrjr Ceotar 
met with deieestet trotn the fireal Brilam’e Medicine) Control Kgmey (MCAX 
Canada's Health Protection Branch (HFB). Australia's Thenpeurio Goods 
Adminktiation (TOA), Germany's Bundrsinsiilut hir Ameiiiiittel und 
Medianproduhte and the National Criminal Ir^onnstbn service. ^ 

emdiange of information occurred m wNdi the duties, fiiaetions and lesponsibirMiei 
cT each agency wete discutaed and procedures for ail foture exchange of rnforrouion 
waeeaaMished. Addtionaliy.thefe agents met with various aceuritymanafcra from 
several internadonil pharmaoeuileal companiea. During these meetings, the duties 
and functions of OQ were cxpiiliicd. and Issues regarding the dlvenlon, 
eounterfdting. milbranding and roisUliding of pliannacmlical products were 
disousend. 

• Simasr enotseta were made wMivariouigovenniiMt law etiforeotoentropraeeotaSvea 
from the Federal Republic nf Germany with ranilled in teiiMiehing a profMuonat 
woridn* rriationship between tba BKA ( the Getman Pedets! Polioe agency) and OCI. 
In January of I99g. this reiationsNp wet foifficr developed during a meeting between 
the Director of OCI, and the Director of the BKA tectkmthtt has responabimy for 
coordinating law anforoement invescyitiaiis sindtw to those enforced by OCI. 

• In November 1997, the OCI Dheclor and AiaislaM Director for Investigationa met 
W<U< senior law entbreamem offitiab from the Spanish National Police, department 
heeds from Interpol in f-yon. Prance, die Acdng Director of the Phaimacaitical 
Security Iraiitule md international represenUtives attending the WHO eonfereoee in 
Geneve perteining le phenneeeuticel eeuntwfelting. 
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ma>iws 

Amiytied miiMMieioSP, «n4 eihar twMail ii^mniiian wm thmni tat 

mtmaaa ^I'a. 

Iiifoniatioil ind methodolocy wu dand on ilyeciin tiid dic(ky<at«-elycol rditwl 
toHiHi. 

Om^nzole &Criboted in the United Kh^dotn was identified as counterf^ by die 

MCA. 

CouMofeii impeddine was identified by Gennany's Pedetil institute forDitiga 
(DFARM). S«»^ people la BcijitimsuOkred irreversible Paitinson'sdiieaie>liloe 
symptoms after taldng only one dose. Tlds sns due to a mee impartty In die 
eoumstftit balk pethidine. 

Counterfeit bulk sulftmethosasole was identified by the Therapeutie Goods 
AdmiiBstmtion O^A) in Aintrilia. 

Counterfeit nsfiiaphine wu idendfied by the British medicines Control Afeney 
d>iCA)tndaaily3Bed by the FotoiricOienidiy Center. The finlriied dosage ptoAict 
was labeled aa DispoM Mendc. 

Methodology w dMeet impuritiea in Trimethoprim wu presented by the 
rapreaeiustive fhim BfAKM. 

Hetbai produets were d i scusse d snd the TOA reinnsenutlye reponed on finding 
scitialadiie acid (a patent earanogen) in stephania tetrandtia ( a Odnese herbal 
prrwtucS). The BfAltM faprseentetivo reported on eedmhim tit St. John's Wort. 

A ‘TUmmei^ awsrri was prosenteri to the Mjd-ASlants Regionsl Otfiee, the Forenaie 
Chemistry Center and the British Medicinnx Coniml Agency for eoopmtioa snd 
staring of anatyticil and fbitsisic mediodotogy snd associated tntrdligence nn arsivn 
phinnaceuticsl ingredienU. 

In general tU of the individuil that were contacted were concemed about the 
menu6aure and distribution of counterfeit phemaceuliceis in their countries. Morf 
or tbeii concerns were in the ues of finishsd pharmaceuticals allhou^ they were 
aware of the paiaibUities of the dan|^ potad by ATI countctfiathig. Ourii% Qiese 
meetings FDA'S coneems wer e espletned snd OCl's rcsponribltitles siiO caprfiilhies 
were described. Dieeuestens were held ragsisfing the most productive ways to 
enhsme cnopnreilen by botfa etehinging ■idormsiion and providing sssisunce dutir« 
future investicatkms. 
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D. NEXrSTEK 


AMamaliMcdntwinbelKMwtththeMCA, TGA, BMKM, KPB uid CEX/FCC 
and • parallel moetins wiB be held with rapreeentuivBt ftom Ihe olTice of Oiminel 


y. Cenade, and Auitralia. 


Tbaae n a nei ng leH ae n l ii aie to ati ai nl hwi our iraematienal eoBabonUon on APTau 
wdl aa raher eraee ayeh aa taaec eoirtananama in hetbala, and dneape Ibm 
counterleits. Eatimaterf eaat* S9.000 


A rcprooilaliae ftom AtotrtSt’f TGA (Ph.D. in otguiie chemistry) will spend tlwee 
months at the Foranac Chenistry Center. Funding has been approved by the TGA. 

It is an operalioiial necessity to continue to calaUish working relatianships with 
govenunent health mnislfies and their eoneiponding national law enfotoemeat 
agencies to assim oooperWivc niationthips are developed and communieatioa ia 
Improved. Funhermore, weieeoovnesid that OQ enabliih a fbreign post in Europe 
to assure FDA's inissian Is adviiroed eHeoively. 


3. Meet with pharaaaeeutical industry. 


A. ISSIJK 


• Meet with lop level executives in pharmaceutical industiy to encourage ihiring of 
imel&gence on potential counterfeit and unapproved aourcing inibnnation. 

B. ACTION TATEN 

< Meedngs were held with vioe-presidents of Eli Lilly and Dupont Merck. 

c riNDiNas 

• EG Lilly represencaitvea aharad inlbrnuuion on a potential lUailication of drug mastra 
files by Arohiiieea and BioehimiearegaidMgaa&efor. Hea led to inveatigatioru which 
resulted in plaeing Bfoehinuea under the Application Integrity Poltcy and meeaive 
roodls of nribelnr, miaoeyl i ne, and dnndaymein in bolk and finiihed dosage bniM. 

• Dupont Merck re prea e n tatives shared inibnaation ragarding coumetfchiiig of 

nalbuptnne (Nubain iiyectioa] in the Unhed Kingdom. This itifbcsnalion was shared 
with the UK's MCA who cimduaed investigations to get eountcrleit product under 
control. 


D. SEXTSTBF 

• Continue to be interactive with industry leaders aa time and reaoutce permits. 



102 


r*«aa 

4. OatabucsAiMMftteUltes biitUthra 

A. cssm 

• About TOK of d teltM phiniamiikal diamicali tre ut^orted. The anpert 

' d H biM iyofAPBiiaitreMiyde te naB i e d by chedoBg dreg lietim detect CTK- 

ren 2 (r;). Anyone eusbuia drag uainf lot tharpnoijet Drag lifting doeeixA 
•Mure euthentjc raeieiial or source of the APL 

• InHieU eonten uettt do i im t i c pheimaMulicel menufiuOues secuiity menngere to 
itiMusK cmtntefAat phemieecutiesls. 

B. ACnONTAKBN 

• A pilot wisini&ledhFHbiMplei District's InvpoitOISoB to give import inspecton 

■ocess to eddhionet de ub ts e i wMch would incresse the protubnilies of confinnint 
tothentie seardting of APIs. The pilot was set bi coopenlion with CDER who 
donated t "Ainddim'' oontpuler to provide access to EBS, IND dstste^ tnd some 
bispectioR data bases. They siso provided training to the import iiupectora. 

• Continuing litiauo imeifaig with senior level stcuricy managers from the 
domcatie phatsMccuikil manulactuna have been csoblished by OCI. The 
r e spon s ibiHliee, eepebililies wtpooutioas and concents uf PDA/OCI ere dscueaed 
during these rontacts end astanipte arc nude to catthliih prafessionai wuriuiai 
relslinnalupt betwe e n OC! and the security dapanmaMs at the regiilaled 
phermaeeutical marulactufTe. Aee resull, many cooperative relatioiiahipe have been 
devehsped. 

C. FiNBINGS 

• PMlBdeipliia Distriet ie a relatively small API importing area compared to New Yerir 
orLos Angeles The pilot has been ongoing in PhSidelphis for about one year. The 
syiuni ellowa Inspecioca to get the additional data on any given entry in about 3 to 
4 minutes. It saves the PhiladalpMa Dtsnict ftom mildiig about SO calls per lucnih 
toCDERtoveri^inRitmuiononsBarcMig. The system Was InstaOed with CDBR'S 
eoopetution end vohtntacrcd aquiptnont at virtually no coat to OKA. 

Weenimsteit onuidbeitiitalM in addiliociel Districts at a eoet of anew steiid a l on e 
computet, some initallation ciMtS end some smell training costs. 

The p3ei involves use of two computers. M this Ume. OASIS does not provide the 
additienel date reqaited. 

• All of these security representativei aeiuiowledge that a counterfeit problem may 
tnbn dicir oompanies Most fed Pw althcugh the potenttil exists domestically, thar 



103 


ttgm7 

mM'm p rob t ai u goitt in the nvmett m«f(r« opwjilly in the Jcviloptne countri««. 
However. iD jeeurity leoraentitivec teknowledce that eeunterfiiu mamihKtnrad 
oveneu eooU mke ^Mir w«y into U.S. coimnaree. Additianally, thete 
lepfoaMlivti fini that their eomoanies are tduetant to provide infonnitiea to tho 
FDA ntead to oountarfiAiai oTIh^ pradaett u the ooinpanjr lean advene ouhfieity 
aad ftp leer afrevee. ht^oftheee i e ctar ity npita e oia liverwMttoliaveadoee 
wu «i am ie l a tiniwh i (i wilhOCI. however, thejreteiSnddieraaeiweswiahle to receive 
pemdsAm Bom eompany offieiali. However, tome of the lecuritjrrBpreaenlativea 
mi itnirmanaBement doer not enomiber their mlenctkm with law cnfbraement 

D. mXTSISPS 

- a*- 

« tile pilot 9 ptem appeerr to h« worldeg wail in Philade^a. OhiladeipiBa'a ATI 
entries conriat priinerily of ehemieak far the name brand industiy. Lkllw if any, 
IteaetieAnstrartoavedinFliiladcipliia pens. 

It nay beweS to conader cepanding the pilot program toNew Yortc Distiid where 
mote genetic AFb ire received. 

The pilot program does give inoreated issutancts on authentidcy of sources of APIs. 

• It ia important (br OQ to ooniinue to devHop the wotting reltlionthips with the 
domeatie phamwoeuticel aecurity d^iartmenis and to be In a position to reipand to 
thaw raletrdb nSactively. Continued liaison at the Od hcid^uancrs and Held level 
ia I iar i tte i t y. Hanwvar annpwWinn ~.dd be anmlv imnievot llvouvh nmnaileMiun 
of a teeulerieit jeaultina. PDA reauktad ehannitwiirinal menu&rtuiera la lonnit 
-iwwrwvl nr artiiat romarvtWrina of ltw.ir ■Jiarm.ewrtie.la fanamvail by tha Aeanavt 
to FDA w ithout dtlav. 

& Mall bsporla 

A. BSSVE 

• Is there ■ risk fbr the mtroducrionofcouidaffeitphaniuceulicals to the US posed by 
mail hoparts? 

B. AcnoNTAtam 

• Mad myoftaeoverotBebl and cammar eii llattarv and parcalt ait into tho U.S. The 
U.S. Customs Service and Foatal Setvien receive these hemt in deagnatad handfing 
krcalions. The entry iioonaideiedei a Ibteign entry and theieforetulgert to USCS 
regsdatioos regarding dedtiasion. MiDiona of Hema are received each ifay and 

are aci eene d in marry dafereraweyi. Initial acrcening ia performed by the USCS and 
Postal Servico and hems that may be ofinicral to FDA arc segregated for iinlher 
examination by FDA inspacton. llama that are legal for U.S. entries arc passed on 
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to <Im Mil in ^ urt iteatleii. 

' C. FtMiimX 

• At picsoit, 6ii immliiceto nulataibniied oooeknraniittativeio the etpowra 

prcMnted in dn mw of mail inpoRi It it ■ afe Itumptian to ay thit the noB 
import* are liigUjr vuiiMfibit to niaae ind proMt t vniaenlik oMihod for aUfd 
precis to eater the U.S,ineliidiiigeaumeraits. UitalaonetewoiUiytliatanlya 
snal Saelioo of dM dliljr eMrie* pe tereaned an< the iMthotft far >eree»ii« very. 

Af a leaik OCI It oonoened ftti the peondai ecba Ibr liannltil prodiiaa to enter die 
U.S. umletoctsd anil theae pniducti could end up for aale in Ibe nuulcelpUce. 

* JL 

D. NBXTSrBPS 

m at theenntduaiiM of theonpoifig mail piqect. data «)9 be tnalpMsil tin) dieiiwH 
vuInnbiSty iiaie wiD be Rvkwed. The miuK and nutntspraatian of the FDA 
Periottal Imponalion PoGey eonpSeate the iaiiie pertaining to the teoeipl of tnaO 
ptekaget eontaiidngphaiiOMeuliealt. It it alto evident that the Ageni^ muit take 
oetreetive sepa to itnun that other govemmant ageaeiet that have 1^1 authority to 
oveoee iinpam ■« tdly BBOucted on the leekimaie nae of the Persona] Importi^on 
Peiiey. AddWonaBy the FDA mill need to be prepared to teapond to the iwer e at e d 
en t b r aem en t by thaieatencle* in a eomittent and timely maimer. 
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Date: April 5, 1999 

Joe Famulare, Frank Forgione, Malcolm Frazier, Fred Fricke, Stephanie Gray, Don Leggen, 

Note to: Bill Mc.Conagha, Dan Michels, Jack'Mitchell, Bill Nychis, Marci Norton, Joe Phillips, Gary Pierce. 

Debbie Ralston, Arvin Shroff, Terry Vcrmilhon, Brad Williams, Karen Wolnik 

From: John Taylor 

Subject Counterfeit Drugs 


Attached is the latest draft of a work plan that follows up on the efforts of the counterfeit drugs 
initiative working group that was convened from 1995-1998. 

This latest draft includes the comments that I received on the last draft and a proposed timeframe 
for the implementation of the action items discussed in the document. The timelines will have to 
be adjusted but they provide a good reference point and they will provide the basts for my 
discussions vrith Dennis Baker and Gary E)ykstra. 

As I stated before, I also want to include a paragraph at the end of each section that outlines who 
has the lead for a specific action. Please include information regarding who has the lead for each 
task and send me your comments by ^ril 23, 1999. If you have any questions, please do not 
hesitate to call me at 301-827-3101 (or 3320). Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Public Health Service 


Food and Drug Administrator 
Office of Regulatory Affairs 
5600 Fishers Lane. HFC-1 
Rocicville. MD 20857 


rOT TNTERFETr JRUGS 
1. RaeVground *'' 

This document contains a work plan that follows up oh the efforts of the counterfeit drugs 
initiative working group that was convened from 1995 to 1998. This work plan fotuses 
on actions that can be taken by the agency to prevent and contain any public health 
problems associated with the importation of counterfeit drugs and their introduction into 
interstate commerce. These steps will help us assess how widespread the counterfeit drug 
problem is and help us determine whether additional steps need to be taken to refine our 
regulatory strategy as it relates to policing the importation of counterfeit drugs. 

As much as 80 percent of the bulk pharmaceuticals used by U.S. manufacturers to 
produce prescription drugs is imported. In addition, the number of finished drug products 
manufactured abroad for the U.S. market is increasing. The Food and Drug 
Administration (FDA) is responsible for the safety and quality of domestic and imported 
pharmaceutical products under the Federal Food, Drug, and Cosmetic Act (the Act). 
Specifically, FDA’s Center for Drug Evaluation and Research (CTDER) establishes 
standards for the safety, effectiveness, and manufacture of prescription and over-the> 
counter drugs. CDER reviews the clinical tests and the manufacture of new drugs before 
they can be approved for the U.S. market, and it regulates the manufacture of drugs 
already being sold to ensure that they comply with federal statutes and regulations, 
including current good manufacturing practice (GMP) requiremenU. In addition, FDA 
enforces the Act’s prohibitions against the imponation of adulterated, misbranded, and 
counterfeit pharmaceutical products. 

FDA has developed two strategies to ensure that drug products meet the requirements of 
the Act. The first strategy involves evaluating the conditions imder which drugs are 
manufactured, packed, tested, and held, through on-site inspections. The current GMP 
regulations, 2 1 C.F.R. Parts 2 1 0 and 211, provide a framework for ensuring that 
pharmaceutical manufacturers produce safe, pure, and high-quality pharmaceutical 
products. The second strategy involves monitoring the quality of drug products through 
post-marketing surveillance (PMS) programs. As a part of FDA’s overall strategy, the 
agency inspects foreign manufacturers to help ensure that pharmaceutical products 
entering the U.S. are safe, pure, and high in quality. 

FDA has utilized many ^proaches to evaluate the status of foreign establishments, that 
manufacture products for import into the United States. Limitations on resources and the 
ever-increasing volume of international trade in products regulated by the FDA require 
the agency to continually re-evaluate its approaches. The counterfeit drug initiative 
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woriang group’s review and recommendations will be instrumental in helping FDA make 
changes that will position the agency to deal with the continued growth of global trade 
that, on a daily basis; brings more foreign pharmaceuticals to the U.S. shores. The steps 
discussed in this work plan will help FDA continue to honor its mandate to ensure that 
U.S. consumers receive safe and effective drugs, whether they are produced here in the 
U.S. or overseas. 

n. Defitiition ofaCoimterfei,! Drug 

A counterfeit pharmaceutical is a drug (either active pharmaceutical ingredient (API), 
intermediate or finished dosage form) which is deliberately and fiaudulently mislabeled 
or misbranded with respect to its identity or source. Counterfeiting can apply to 
innovator or generic products.[Some people expressed the concern that tMs definition 
goes beyond the scope of the statutory definition. That is not its intent. This definition is 
supposed to be a subset of the statutory definition but I welcome comments on this issue.] 


III. Regulatory Steps 

Counterfeit APIs pose a real or potential health hazard because their manufacturer is often 
unknown. The fact that the manufacturer is unknown means that there is no product 
history. Therefore, the safety and efficacy of the product cannot be assured, the impurity 
profile is unknown and the age, the storage, the manufacturing environment, or the 
synthesis of the product cannot be determined. The failure to have a product history is 
also important because if the counterfeit product is not manufactured in accordance with 
GMPs ftis can negatively impact the quality of the finished product since no amount of 
finished product testing can build quality into the product. Moreover, the failure to have 
a product history means that research and development efforts and the clinical trials done 
by legitimate pharmaceutical product manufacturers are negated. 

The participants in illegal counterfeiting activity may include manufacturers of bulk 
pharmaceuticals, manufacturers and repackers who relabel and launder bulk 
phaimaceuticals, importers, brokers, domestic agents, and purchasing agents either acting 
alone or in concert with a corporate unit. There are certain products that especially lend 
themselves to counterfeiting. In general, very expensive chemicals that are purchased in 
small quantities or less expensive chemicals that are purchased in very large quantities 
are particularly vulnerable to counterfeiting. 

As discussed above, the agency has a broader strategy that is meant to ensure the safety 
and efficacy of imported drugs and this plan will not address the specific details of diat 
broader strategy. Instead, this document focuses on additional actions that could be taken 
by FDA to further reduce the risk posed by counterfeit drugs. 

A majority of the action items that follow target counterfeit APIs; however, several 
proposed action items will also aid in detecting counterfeit finished dosage forms. These 
potential action items include: continuing to meet with representatives firom foreign 
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goveraments »nd industry; dsvsloping a strategy for inspection of U.S. import agents and 
bmkets, providing additional training for FDA inport inspectors, increasing random 
sanqilu^ of imported products, targeting t«ting of selected bulk imported products, 
enhancing analytical and forensic methodology to analyze APIs, and continuing the 
development of, and providing access to the Afl databases. 

A. Meetinfs with Representatives fro m Foreig n Ofivemment s and Industry 

It is an operational necessity to cfihtinue to establish woiking relationships with 
government he^th ministries and their corresponding national law enforcement agencies 
to ensure cooperative relationships are developed and communication is improved., 

FDA will continue to meet with representatives from foreign governments and industries ■ 
regarding the challenges of policing counterfeit drugs. Future steps also include a 
biannual (or biennial?) scientific exchange meeting with representatives from England. 
Germany, Canada, Australia, and the Netherlands. FDA will meet with pharmaceutical 
industry representatives fr-om the iruiovator companies and generic drug companies so 
that we can impress iqron them the importance of sharing information that comes into 
their possession regarding counterfeit pharmaceutical products. Companies that produce 
high demand products that tend to be counterfeited often do not elaborate on the actions 
they are taking to combat the problem. While such secrecy is understandable given the 
criminal nature of the enterprise, secrecy tends to contribute to the ignorance about the 
counterfeit drug problem because what companies find out for themselves tends to 
concern their own products, and they want to keep the information to themselves. This 
behavior, however, leads to duplicative investigatory efforts on the part of pharmaceutical 
industry and government investigators. Moreover, this secrecy makes it difficult to 
quantify the breadth of the counterfeit drug problem. 

B. Pn.-;l Market .Sampling of Tmptined Products 

As discussed above, FDA has developed two strategies to ensure that drug products meet 
the requirements of the Act: the first strategy is to evaluate the conditions under which 
drags are manufactured, packed, tested, and held, through on-site inspections, and the 
second strategy is to monitor the quality of drug products through PMS programs. 

A key aspect of the PMS strategy is the Drag Product Surveillance program. The 
program provides the agency with information about the quality of drugs marketed in this 
country through the sampling and analyzing of imported and domestic drug products. 

The volume of imports dictates that only a small faction of the entries are examined. 
Therefore, FDA is not able to sample all entries of product that may not be in compliance 
with the Act. There is concern, however, that the current sampling strategy is not using 
the agency’s resources effectively. Despite increased sampling and testing of foreign 
produced bulk pharmaceutical chemicals and finished dosage forms, very few problems 
have been detected. The fact that more than 80% of bulk pharmaceutical chemicals are 
produced in foreign countries and the heightened awareness of counterfeit drugs 
accentuates the concern. 
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Because of the low failure rate, counterfeit drugs, and the fact that mote than 80% of bulk 
pharmaceuticals are produced in foreign countries, an assessment of the sampling strategy 
was conducted by FDA. This assessment has led to two changes. The sampling of APIs 
for analysis by the Forensic CSiemistiy Center to detect counterfeits under the PMS 
program was re-evaluated by the foreign product woricing group and revised in FY 1998. 
The revised program calls for the collection of five batches per year for each of the last 5 
years (25 samples total) for each source of API at each finished dosage manufacturer. 
Three drugs were selected for sampling in FY 1998 and five drugs have been targeted for 
FY1999. 

In addition, CDER compliance program 7356.002F directs FDA investigators as part of 
their inspection assignment at a foreign API manufacturer to ask the manufacturer to 
provide to the Forensic Chemistry Center authentic samples of their APIs, labeling, 
certificates of analysis, container information, batch numbering information, size, and 
amounts of API produced and shipped to the United States. The authentic information is 
entered into the API database and used for comparison to suspect samples. 

C. Additional Training for FDA Imp ort Inspectors 

FDA inspectors and investigators need accessible information to help them determine the 
authenticity of pharmaceutical products. One day of intensive training on how to conduct 
specific API inspections was provided to twelve investigators fiom Ptfiladelphia, New 
Jersey, and New York, and to 20 investigators, chemists, and managers in San Juan 
District. This training sensitized the investigators to issues involving counterfeits, 
unapproved sources and poor GMP’s in APIs. 

FDA needs to sensitize additional inspectors and investigators to counterfeiting issues. 
FDA will provide additional dosage manufacturer and API training to FDA investigators 
starting with investigators in the Chicago and Detroit Disfficts and the Pacific Region. 

D. Dru g Listing 

The Drug Registration and Listing System provides information on foreign 
pharmaceutical manufacturers based on the statutory requirement that they list the drug 
products they ship to the U.S. Drug Listing System pursuant to 21 C.F.R, Part 207 is 
currently used to determine the admissibility of imported pharmaceutical products. 
However, anyone can obtain a drug listing. The use of the system as a sole decision 
maker for admissibility has serious weaknesses. The system does not ensure that 
authentic sources or authentic material as described in new drug applications is in fact 
being offered for admission. 

The drug listing database does not interface with the Compliance Status Information 
System (COMSAT) which provides the acceptable or unacceptable compliance status of 
foreign manufacturers based on the results of CGMP inspections. This COMSAT data is 
shared with other federal and state agencies and foreign inspectorates to ensure that 
pharmaceutical products purchased or cleared for import in their countries meet 



110 


P^5 

accsptable standards. Ideally this data should be readily available to the FDA import 
inspector making the admissibility decision. Because the COMSTAT system does not 
include the drag listing identification number FDA assigns to each manufacturer, we 
cannot easily match foreign manufacturers who have “listed" with their compliance 
status. The Drug Listing database also does not interface with OASIS to assist import 
officers by automatically comparing manufacturers and pharmaceutical products “listed” 
to products offered for importation. 

To partially deal with this shortfall in the present clearance system, a pilot was initiated in 
Philadelphia District to provide the import inspectors access to additional databases. 
Using ODER’S EES system increases the probability of confirming authentic sour 9 ing of 
APIs. The pilot was set up in cooperation with ODER who donated a stand alone 
computer to provide the import inspector access to the EES and IND databases, and other 
inspection databases. The system ^lows inspectors to retrieve additional important data 
in iiout 3 to 4 minutes on any API entry. The Philadelphia District Office is a relatively 
small API importing area compared to New York and Los Angeles. Nonetheless, this 
saves Philadelphia District from making about SO phone calls per month to ODER to 
verily information on these API entries. For example, the EES system allows the import 
inspector to determine which manufacturer is the authentic source, whether there is an 
approved NDA or if there is a valid IND. Also, the system provides summary 
inspectional data which indicates some level of CGMP coverage. 

ORA should expand the pilot, giving EES access to import inspectors nationally. First 
priority for setting up this system will be those Districts with large API importations. 
Evenmally all ports in the U.S. should be included. This system will increase assurances 
regarding the authenticity of API sources; however, cannot provide 100% assurance. 

E. F.nhancitig Analytical and Forensic Melhndologv In Analvre f APT.O: 

It has been observed that counterfeiters are becoming more sophisticated with respect to 
counterfeiting labeling, containers, seals, and documents. Therefore, to detect counterfeit 
APIs it will be necessary to conduct forensic analysis of the API. The FCC will continue 
to improve its ability to detect cotmterfeit APIs by enhancing its expertise, forensic 
methodologies, and instrumentation. Numerous APIs have been collected and chemically 
fingerprinted. Recently, based in part on these analyses [what were the preliminary 
findings?], special targeted inspections were conducted in China, which resulted in one 
firm being placed on import alert and warning letters issued to two others. 

F. Develop a Strategy for Inspection of H.S Imp ort Agents/Brokers 

A team of two to three investigators from the Central Region and Forensic Chemistry 
Center will conduct inspections at selected U.S. import agents. ExperiMice gained from 
Utese infections will form the basis for the development of a strategy for a 
comprehensive evaluation of U.S. import agents. 
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G. TargelgdColleetioD. and Testing of Selected Imported APIs 

Targeted collection and testing of APIs will be conducted. The targeting of the APIs will 
be based on intelligence fiom several sources such as; 

1. Observations during inspections of domestic finished dosage 
manufacturers and foreign API and finished dosage manufacturers. 

a. Rejected APIs. 

b. Discrepancies in labeling, containers, certificates of analysis, 

container seals, sourcing documents. ,, 

c. Discrepancies in iaboratoiy results. 

2. Information obtained during inspections of U.S. agents/brokers. 

3. Selected API inspections of finished dosage manufacturers with a history 
of FDA violations. 

4. Adverse events. 

5. OCI. 

6. The pharmaceutica] industry. 

H. Import Alerts 

As discussed above, the sheer volume of imported products precludes the agency fiom 
physically examining each entry, including those entries where historical data suggests 
products are likely to be violative. Therefore, one approach that the agency uses to 
control the entry of such products is the issuance of import alerts after violative samples 
are found. Import alerts disseminate information to interested parties regarding problems 
with imported products. These alerts can be used to identify problem commoditi», 
problem shippers, or problem importers, and they provide guidance for import coverage. 
An alert may cover an individual manufacturer, supplier or a particular product fiom an 
entire country. As a follow up to an inspection, import alerts may also issue where it is 
determined that a manufacturer is in violation of GMPs. These products can be detained 
without physical examination or analysis because there is an appearance of a violation of 
the Act. 

Nonetheless, because of the volume of imported drugs, devices, and foods, import alerts 
can be circumvented. Especially in the case of APIs which can be labeled for non- 
. pharmaceutical use. Most importers/brokers are aware that their entries of products 
under an import alert will be detained until they can provide analytical evidence that the 
product is not in violation of the Act. While the EEPS/OASIS identifies which products 
ate subject to these alerts based on the coding entered into the system by the broker, if the 
code used varies slightly, or the name of the supplier changes, or the country of origin 
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changes, these items may be released for distribution without any examination. Importers 
and brokers may enter products subject to an import alert unintentionally or intentionally. 

Moreover, firms do not always withhold detained product fi-om distribution. Although 
the brokers are theoretically subject to forfeiture of a bond up to triple the value of the 
goods, the violators do not always get caught, and the damages are usually mitigated to a 
portion of the goods’ value. Consequently, ignoring a detention notice is considered by 
some to be a part of the cost of doing business. There is a need to establish enhanced 
procedures to ensure that an impSit alert notice for a product or company will, in fact, 
prevent the violative products fi^om reaching the U.S. consumer. 

For example, a foreign firm’s import alert status should be communicated to all affected 
firms in the U.S. Another possible solution is preparing a formal import alert Standard 
Operating Procedures which provides for informing users of products on import alert of 
the violative status of these products. This program modification would put U.S. firms 
on notice that use or sale of the violative foreign product would be a violation of the Act. 
Specifically, one or more of the following options may be considered. 

A customer could be informed that prior to taking possession of the product, that once the 
product is in domestic charmels and in their control, they may be held responsible and 
any violative product may be subject to regulatory action. The issuance of letters to U.S. 
customers that provide notification of the violative status of imported products, that the 
domestic firm may otherwise distribute commercially, should induce domestic firms to 
deal with only reputable foreign establishments. 

2. Lettetto-the Etna 

As an official notification of the import alert, a letter will be issued to the firm producing 
the violative product/s/. The letter will list the product or products which have been 
placed on import alert status. In addition, the U.S. regulatory agent (when one can be 
identified) will be sent a copy of this letter. Commercial agents may also be provided 
with a copy. 

3. Notification of Applicants 

AH applicants naming the manufacturer of an unacceptable API within their application 
will be identified using CDER information systems and notified via letter of the import 
alert status. 

4. Federal Register 

CDER or ORA will periodically produce a list of import alerts for publication in the 
Federal Register. [Is this option repetitive in light of current practice or in the alternative 
unduly burdensome?] 
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s.. Freedom of Information Art 

The letter to the violative firm infonning them of their drug products’ import alert status 
will be placed on display in the FOI Office. 

The advantage of utilizing the notification methods discussed above is that the steps 
outlined will ensure that users of products on import alert are informed of the violati%’e 
status of these products. Because firms who may otherwise sell or use the violative drug 
product are given official notice Sf a product's violative nature; a broader notification 
strategy will prpvide additional assurance that an unacceptable product is. not marketed. 

In addition, a broader notification strategy will not have serious resource implications. 
There are only a small number of drug GMP import alerts per year and the time required 
to issue the additional mailings is negligible. 

Additional FDA proposals relating to import alerts include; increasing resources for 
auditing the accuracy of the data being entered in EEPS/OASIS; and citing counterfeit 
products as contraband. All of these steps would strengthen the government’s ability to 
keep entries of violative products under control and assure they do not reach domestic 
trade channels. 

rV. Regulations (Regulatory Proposals! Several P roposals were made hy the working 
group and can he reconsidered now 

Several regulatory proposals were made by the counterfeit drug woiking group and these 
proposals could be reconsidered in conjunction with the Office of the Chief Counsel and 
the Office of Legislative Affairs. They include: 

amending section 304(d)(1) to permit FDA to seize and destroy a counterfeit drug at 
import instead of permitting re-exportation; 

amending section 301(i) to make the knowing possession of a bulk counterfeit drug a 
potential prohibited act; 

implementing the FDAMA changes to section 510 of the Act to require the registration of 
foreign manufacturers and to permit tracking of product shipments from the foreign 
manufacturer to the importer; 

requiring manufacturers to report to FDA when they have information concerning an 
FDA approved pharmaceutical product that is counterfeit; 

requiring all U.S. manufacturers and distributors to certify (subject to the criminal 
penalties for lying) they are fully aware of the manufacturing activities going on in those 
foreign plants, that all of the manufacturing activities comport with all relevant U.S. laws 
and FDA’s regulations; and requiring all U.S. manufacturers or distributors to only use or 
sell products for which the manufacturers of those products are registered and list^. 
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V. Tmpiffmffntation FY ’99 - FY ’00 

[Obviously, the dates will have to be adjusted based on my discussions with Dennis 
Baker and Gary Dykstia but they are a good guide]. 

A. Il.S. Agents 

1. Inspection of selected U.S. Agents 3/22/99-4/30/99 

2. Draft program for more comprehensive evaluation 

of U.S. Agents 5/3/99-6/1/99,^ 

B. Finished Do sage Manufacturers 

Inspection of selected finished dosage manufacturers. 4/1 2/99 - 1 2/30/99 

C. Sample Analysis 

FCC analysis and evaluation of samples. 4/5/99 - 12/30/99 

D. Tnvpstipatnr Training 

Chicago, Detroit, Cincinnati dates to be determined 

Los Angeles, San Francisco dates to be determined 

E. Meetings iwth representatives from the pharmaceutical 

industry 4/5/99-12/30/99 

F. Meeting s with representatives fro m other countries 5/17/99-5/19/99 

to discuss scientific procedures related to counterfeit drugs. 

other dates to be determined 

G. Provide import investigators access to necessary databases 7/6/99 - 12/30/99 
in selected locations 

H. Provide investigators access to the FCC/APl database. 7/6/99 - 12/30/99 
for investigators conducting inspections of drug manufacturers 
’Additional one time funding needed. 

VI. Evaluation 

All aspects of this program will be evaluated with respect to accomplishments, strengths, 
and weaknesses. Thisevaluation will occur during January 2000. Reports will be 
prqiared and presentations made to ORA, CDER and the Commissioner’s Ofiice in 
February 2000. 
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Wnmi LEC3C>ETr9e^.fda.gOT 

SuhJett: Re: Ceimterfcst 4rug working gnwp 

Sets: MondByt April 13, at lD:23i53 am EDT 

Altach: 

Ceftiry; N 


IROM too lai^. OHgiaal FROM U 

”|>eiwild Uggfea m^J-nSS TAX <i£GGCrZTOeder.rda.sor> 


c.o 


-Orisio^ Mc«Mge Followi 


John: 

Bs: 

April S, 1999 WoHtlng iraft Commeals 
Id General: 

I am uncertain as to the degree of eomprehcnsiveocsa intended hare, but 
U>« document .IMHO, h highly biased toward the built APf problem. I 
speculate that some may la^ ^ ex|iericocc of iattitutional 
hiRory, pro-Havine/Ot^ of drag counterfeiting which ihe FDA 
has been effective. Tliii is not to negate the inportaoec of this facet 
of the problem, but only to point out the need for balance and 
wmtHbutiuns from those who share the historical perspective. 

Along the same line, am 1 to underktand that the intent here is limited 
to the strategy v» a v» importation to the acduaoa of the %shoUy 
dmzmolc aspci^? If Giis la ao, tha 1 can better appnclete the bulk 
API bios. 

Specifle: 

1 last commented on Q DeTwittos and I am glad to see that further 
comments are welcomed os this issue. If it hi agreed that the document 
is to deal wUh extrB>statiuitory aspecte, Cheo 1C ahould be rfgar by 
jfhsi iterating ttie statute, tfaen addreaaiiig this in terms of the 
proposed cansidcrations of the reviaiaa. It is in seme aspeeu more 
eocompassiog in ochers more restrictive. Certainly li is fair to 
generate a dennllloo for the purposes of this document. For example. If 
this is to ntioy intematianal applicaCiaQ, then aspects of the WHO 
dellnition may be iaereased slgnlHcanca. 

D Jtryg Listing; 

About a dozen years ago, I conducted an internal n^ulatury audit of the 
acUvitin) of the Drug Listing Brandi. Accordingly. I agree, ^’anyone can ^ 

obtain a drug listing'’ the UlegalUy of thusa drugs nutwilhilaading. 

Snee such aettvitifis eubscquokly were contrartad, the dismal record of 
(xUnc tt as as gatekeeper coutinuBS. Thaa, the use of £E5 tv 

"partiaiiy deal laith this riiottfall" may even be optimistic • compounded 
with the workload and lack of lophiscicatioo in much of tbs iissport 
inveatigator doiiujn4h« ogeney will need to make major ebangea in orda* 
to hope to cope with this growing problem. 

R.Import Alerts: 

Ytm ore vay correct that APb css {and rautindy are) labdad for 
oonopbarmacetumal use. Coammiiy in tbs lack of labdlng rtsuUs in the 









&iat tlugr are "eupplaaeBt^ or odur f»on^tm»»iiiealf.Tfeis 
eircmycfgHm if wiMf fSBemm and m^etuM boeaae 
w&nSmaitiued vrarktoadteldufticatitm p^biems. Aa with Llfdag" 
the Import Alert eystcm it also lirakeo to ttie poot that mAior baric 
choneet are needed, not a Band-Aid.. ..at long at we dmit attempt to 
mitlead anyone at to the tiznitatioiu of the Lifttog and Import 
AlKt proposals ,auBB8Dd^dt are IttUe improvement for brakm 
i^emc. 


Regulatory Froposals! 

The goalf of thcae arc meritorious and ell of the proposals would 
bcneRt the program. I cupport them fully but ackmiwledgc the pasaace 
of many wRI be retufted. 

I am not in a pootion to suggest the action leadi, but hope to he a 
put of the proceis based ou my orpericaec and posltloa nspoDsiblllty. 

Thank you for the opportunity to commeat. 



117 


Challenging the 
counterfeiters 

Ignorance, confusion and denial of the problem of counterfeit medicines have 
worked to the counterfeiters* advantage, but now the international pharma 
industry is beginning to get to grips with the issue, explains Jacky Law. 


W hen Aurelio Rizzo was 
airested ia Italy last year 
m connection with sell- 
ing counierfeii Losec. 
questions were inewtably 
raised about the securin’ of Europe’s mar- 
kets. However, diess coaseras were largely 
voiced befaial dosed doors. No-one. least 
of ail the authorities, wants to fuel public 
anxiety. And companies with products 
being illegaUy copied have a further vested 
interest in keeping quiet They don't want 
cottsumers, ptuticularly those is the so- 
called first worid, iosing confidence in 
dseir luroducts. 

But. in this cue. dtere was someone 
with no reason to keep quiet. His name is 
Mike Retter and he is chief executive of 
Mediheaitb, the UK wholesale company 
that sparked off the isvescgarios. It was 
his staff thv aorieed somediing odd about 
tins particular consignment. Their suspi- 
cions were coa>^yed w the drug's Swedish 
nunu&c(urer. Astra, and to the UK Medi- 
cines Control Agency (MCA). Once con- 
firmed, the endre £60.000 worth of stock 
was forfiiited. Retter got no insurance 
(claims can't be made for counterfeit 
goods), no ccmpensauon, nothing. 

Some IS mcHidis later, w^en Rioo's 
o|»radt»D was fimliy tmcovered, it nn- 
spired that he had contacts ia Iieiand. 
Cyprus, Tunisia, Pakistan and the UK. In 
all, Rizzo was ±ought to have dealt with 
six British wholesalen, five of which are 
believed to have unwimngly fed his goods 
intotlK UK distribudoD chain. 

Now Rener wants to know what the 
MCA is doing ^ut the ssuadon, why the 
Italian wholesaler they all used is sdll on 
the MCA list of ^proved suppliers, and 
what will happen to Rizzo. 

In response. Norman Greenaway, chief 


enfoTMmenr officer at the MCA says: “We 
cannot talk about specific cases. But our 
first priority is always to stop the acdviiy 
in the interests of public h^th, dten to 
decide who may or may sot be culpable 
and whether evidence can be ga^red to 
suppon a prosecunoD. If a licence bolder is 
involved he also stands to lose his hceiice.** 

In most industri^ised counries. medi- 
cines are controlled by ensuring that all 
products, manufacturers and dealers are 
Hccmed and therefore obliged to conform 
to certain standards. Sttcb systems rest not 
so much on what people stand to gain, but 
what they stand to lose. 

“Under the Medicines Act, we can sus- 


pend licences, revoke licences or modify' 
than.” says Dr Gordon Munro, bead of 
inspection and enforcement at the MCA. 

‘‘There is also a ranee of criminal offences 
wiUi penalties of two years in jail and 
limitless fines.” 

Manufaenum. according to Munro. are 
inspected at least every two years at^ 
wholesalen every four. Particularly prone 
to forgery are best-selling brand products, 
such as Viagra. These are also randomly 
sampled and tested in the maike^lace. j 

“Our interest is in ensuring dial die pati«it j 

gets a cOQStste&r and afe product,” he says. ■ 

Medicines audtorities dtroi^out die > 

western world opemte on simtlar prioc^ies 



> j&(^t^p?par86oas';.ire jsnl^^ 

;■:t^ctf-hxt^di^, fitf'•:beyoBd thitr;;^lilaa ' : 
:^.r<;r.‘:‘Grosye; quaS^jassurKnee'diriietor of^EU 
4n jiha^--'V’LUly.^ has identified five categories of 
tbe-Robm 0«dcm • counterfeit activity, each requiring differ- 
l^^^y^^^Abetdeeh, UK, belies that esc legislative measures. 
B^iufe’las^defiahioa makes no sentum The first is unapproved generics, 
efthe standard of the drug, the leanscoun- These, he says, tend to origmaie in hidla 


terfdt and substandard aremew used syn- 
onymously. ‘Tiom Bpublic health perspec- 
tive, there is a differaice b«ween perfectly 
good products circulating as counterfeit 
and those that are suhriasdard,” be says. 

Such diatinctions cany more weight in 
the deveioptng WMld where Sbakoor did 
his docQoral research, amdysing 96 cfaloro- 
quine and antibacterial samples fiom Nige- 
ria and Thailand. ‘On bab^e,’ his paper 
concludes, ‘h ^ipeacs more likely feat 


and China and are usually sold direet to 
pbamiacists at a substantial discount when 
fee innovator patent is about 4o expire. 
Speaking at a Drug Inforraation Associa- 
tion meeting last year, Grasse says Lilly 
bad eacountKed feis pmetke ' when a 
patient complained that fee gmieric eqmva> 
lent to its product was not as effective. 

The second, product diversion, occurs 
when countries have negotiate fevourable 
mes . from pbarmaceutical 
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and to simiiar goals. But despite good inten- 
tions and what are arguably the dghtesi regu- 
lations in die world, counterfeit drugs are 
still Eeitins through the net. How many and, 
more ciuciaEy, whether diis amount is grow- 
ing or not depends to some extent on indi- 
vidual perspective. Counterfeiting is neces- 
sarily a seoetive business that includes 
man y plavcTS with very different agendas. 

Both Munro and Greenaway msisi. for 
example, that the rise in parallel imports 
throughout Europe in recent years is not 
the maior cause of counteneiting that some 
people wimm the industry, who are against 
the practice of parallel importing, say it is. 

"On average, in each of the past five 
years, we have received around a dozen 
allegations of counterfeiting, each of which 
is investigated as a matter of urgency," 
says Greenaway. “I don't believe we are 
seeing an increase of activity in this area 
but a greater awareness in the indusoy and 
reguiatoiy agencies." 

This helps to explain why the MC.A has 
increased its enforcement personnel sixfold 
over the same period. "We have icamt that 
to be effective, investigations have to be 
adequately resourced." says Greenaway. 

Unfortunately, however, the .■Agency 
cannot elaborate too much on how these 
extra resources are spent, highlighting one 
of the more frustrating paradoxes of the 
whole counterfeiting business. While the 
pharmaceutical industry needs reassurance 
that its expensively researched and devel- 
oped drugs are not being copied willy- 


nilly. publicity about how the regulatory 
agencies are tackling the problem can give 
counterfeiters useful mtelligence about 
how they woric 

But to at least mainiain level ground with 
die counterfeiters and develop new tech- 
niques to deal with the problem, better chan- 
nel of ccH^wiation with the industry are 
paramount. And this is something the 
Agency is coocemraong on. says Greenaway. 


One of these schemes won the Agency 
and its US counterpart, the FDA. the pres- 
tigious Hammer .'\ward last year. In a joint 
project that began in 1993, the MCA and 
FDA developed a technology that can ver- 
ify if a particular active ingredient did in 
fact come from the documented manufac- 
mrine site. Dr Roger Alexander, who led 
the MCA team, explains that when a prod- 
uct is licensed, it is known where the bulk 
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enabling opportunists to buy at that rate but 

sell 'lihem 'in- high-cost countries at a profit. 

Such an operation was recently broken 

in France when around FF2S million 

(USS5.5 miUioQ) worth of illegal medicines 

were seized in December 1998. The medi- 

cines, which bad been bound for Africa, 
were repackaged with social secuiicy labels 

and then sold by wholesalers to pharma- 

cists, making an illegal profit of 40%. 

The third category is counterfeit 

labelling. Tbis involves either buying the 

product direct from the innovators and 

relabelling it for sale in high-cost markets 

or simply puttiog a brand name on a 

geoeiic to get a higher price. 

The director of a finn of private investi- 
gators who insisted on his name being 
withheld due to phannaceutical clientpres- 

sure, says this approach is an increasingly . 

common way for gangsten dealing in ille- 

gal drugs to launder money: ''We are- look-.' 
log at a number of generic cdmpaiuBs who 

find that ±e best way to get a 

is to ptrt a brand name oh i^” he^Mys.; 


The final two categories, counterfeit 

active ingredients and connterfeit fin- 

ished products, are potentially the most 
dangerous. At the Fbarmaceuncdi Inspec- 

tions Conveoiion Conference, held in Fin- 
land in 1997, the Pharmaceutical Security 
Institute (PSI) repotted: "As active phar- 

maceutical ingredient (API) may be coun- 
terfeited in one country, .passed by a cir- 
cuitous route into anot^ for formulation; 
from there to a third country where the 

product is sold. Often the finished product 

transits several more coimtries before it 

reaches its final destination. To add further 

confusion, investigation has shown that, in. 

a number of cases, bulk pbaimacentical’ 

contsinecs are switched to- give die app.eff- J 

ance of a given sabstance emanatihg. 

1 European country v4i^ m 


delivery of sulfamethoxazole that had been 

manufactured in India and partially substi-' 

Tuted with sugar milled to the same particle 

size as ±e API. The substitudon was 

placed at the bottom of every third or 

fourth drum in the delivery. 

Perpetrators of substirutibn rackets have 

access to sophisdemed packaging tec^ol- 

ogy and may even co-opr legidmatt' 

employees to provide packa^g inf6m»'^ 
non or tbe packaging' hseifi. The, act^' 
substitution often takes place: unmediatetjt' 

after tbe consignmeot of 

premises. 

John' 

tbe'.CJK,’s 

believte'’'-. 
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produn is made, taitt the most highly 
prescnbed products - aoi just those uoder 
patent - aad ‘finger-piint’ the factories diat 
supply die markets we are interested in.” 
be says, adding that Germany, the Nether- 
lands, Australia and Canada are now also 
involved in the projecL 

But not everyone is impressed with such 
efforcs. i^i^lliam Grosse, quality assurance 
director at Eli Lilly, produced evidence last 
year as many as of drugs sold in 
the US are products that are either diverted 
there from lower-cost markets or counter- 
feit This was one of several factors that 
prompted the US government’s 0%'ersight 
and Investigation Sub-committee to look 
into the matter. 

The truth is that no-one knows the scale 
of the problem, shrouded as it is in igno- 
rance, connisioD and denial. The figures 
generally used come from the World 
Health Organisation (WHO) which esti- 
mates that as much as lOVe of all branded 
medicine is counterfeit with the level ris- 
ing to 50-70®/c in some developing coun- 
tries. Lost legitimate sales have been val- 
ued at USSI9 billion a year. 

With so much money at stake, efforts to 
tackle counterfeidog are being stepped iq) 
as a matter of iniemanonal concern. The 
issue was first raised publicly in 19S5 at a 
conference in Nairobi, which passed a rec- 
ommendation exhorting the WHO and other 
international and non-governmental orgam- 
sadons to study the feasibility of setting iq) 
a clearing-house to collect data and inform 
governments about 
the nature and extent 
of couneerfeitiag. 

In 198S. the World 
Healdi Assembly ad- 
opted a resoludoa 
requesting the direc- 
tor-general to initiate 
programmes to pre- 
vent and detect coun- 
terfeit and substan- 
dard medicines. And 
four yean later, WHO and the Intemadonal 
Fednadon of Fbamtaceudcal Manufactur- 
ers’ Associadon (IFPMA) Joindy organised 
the first workshop on the subject 

Awareness a^t counterfeidng gradu- 
ally spread but there remained little bard 
data until 1994 when the Japanese govetn- 
ment provided the WHO with funds for a 
diree-year project to sex up a daubase of 
intelligence and produce a manual on how 
to sample the m^et for counterfeits, how 
to analyse diose samples, and bow to train 
drug inspectors. 

The "laniiat is due for publicadon soon 
and the database, bringing together reports 


of counTerfeidng from aadonal regulatory 
authorides. industry and die press, remains 
the only publicly available source of infer- 
madoo. According m Dr Kazuko Kimuia. 
who worked on the {SojecL it has serious 
limiiadons. “We cannot say the database is 
an accurate list that reflKts trends.” she 
says. “Also, countries have different defrni- 
doos of what is counterfeit. It may be that 
the product is simply substandard. Both 
present problems for public health but the 
counter measures will be very differeoL" 
Despite these weaknesses, the database 
reveals that between 1982 and 1997. there 
were 751 detected cases of counterfeiting, 
a quarter of which were reported from 
developed countries. This means there 
were at least 190 cases of either counter- 
ftidng or substandard drugs reported in the 
developed world in those li years. 

Many working in the Held agree that 
this could well be the dp of the iceberg. 
This IS in direct contrast to the findings of 
the first major survey into counterfeit 
drugs, conducted by the Internationa] ?bai- 
maceudcal Federation and the Common- 
wealth Pharmaceutical Association and 
ptdtlished in 1992. described the incidence 
of Imown counterfeits in developed coun- 
tries as insignificant 

It is of paidcular concern to pharmaceu- 
tical companies because die more counter- 
feidog activity there is in the US. Europe 
and Japan, the more they stand to lose 
because of the much more significant rev- 
enue stream that emanates from diese coun- 
tries. As Dr Arden 
Vorian of Astra says: 
“The action we take 
depends on which 
country the counter- 
feits are found in. We 
don’t bother in India 
er Giina because 
there are so many 
pirates out there sell- 
ing omeprazole that 
it’s often not worth 
the money to try to stop it. But in Europe 
we always take acaoo.” Like most compa- 
nies (bat produce hi^-demand products 
that tend to get illegally copied, he would 
not elaborate on action. 

IgDoraDce 

While such secrecy is perfectly under- 
standable given the criminal nature of 
counteifeiting, it cmapounds the problem 
of ignorance because what companies find 
out for themselves rends to nmeern their 
own products, and tiiey want to keep this 
ittforxnatioD to themsdves. This leads to a 
lot of duplicated effort and was one of the 


While secrecy is perfectly 
understandable, it 
compounds the problem 
of ignorance, leading to a 
lot of duplicated effort 
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;7?-?EiauduienU'medicines-are 3 

rac^imt.fbr’.a M^feninglyjugluptb^^qa'B 
.of Brazil's -USSIO hillioti^haifoaceii^'B^a 
maiket Some etq)erts belie-ve th^n^ife-^ 
-sent as much as 10% of -sales; 
estimates-vaiy widely. Xast year foeb^^^ 
audiorities put sales of ceunterfeitfr^V^ 
about RS700 million (USS538 nuUion) 
annually, while the industry association, j 
A bifaima, put them at nearer RS200 tml- 
lion {USS154 million). ' 

Most of the problem occurs at foe dis- 
tribution level, with 85% of medicines ■ 
being sold to pharmacies via distributors. ' 
Counterfeits in Brazil encompass a variety ! 
of products, many of vfoicb are free sam- 
ples - often out of date - which have . 
found their way into foe wrong hands, and 


rpait^ reasons that the iodusoy, under the 
umbrella of the IFPMA. established its 
own organisation to tackle the counterfeit- 
ers, in 1997. 

The Pharmaceutical Security Instinite 
(PSI) began as a reaction to mounting evi- 
dence of counterfeiting in Asia. Ceitain . 
companies pooled their resources and initi- 
ated an investigation in foe Philippines 
where around 1J60 samples were pur- 
chased from 475 drug stores. It was found 
foal 1 1% of the drug stores dealt in coun- 
terfeits and 18% in illegal impons. A mtal - 
of 8% of foe samples were counterfeit I 
These results were presented to foe ^ro- ! 
pnate authorities, one person was arrested, 
anti-counterfeiting laws were strengthened 
and the Ministry of Health made changes 
to its staff. 

The success of this operation prompted 
Glaxo Wellcome and Bristol-Myers . » 

Squibb to provide foe initial ftmding for a 
permanent presence to look after todustiy ';i 

interests, speak on its behalf at conferenctt Va 

and obtain hard evidence of what is actu- 
ally going on. '71 

A PSI representative, speaking anony* 


i 
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'large ’^n ^b CT jpfigRamiarfes^. 
^^o>^l^e^ropo&iroo^' ^''^ J 

sold without a'doctgr'S'.preci^;_ 
the /ai^orities^i^^^cted^tbe 
\i^iespurd’es to 'conductMou^jB^Woos^'^.l^ 

f ‘^iBe phimkceuticS; 'm^'tr^fe‘?ri^. j 
•;as 'elsewhere, '.has. been' accosed'by 
of sometimes keeping counMrfefting ptoB- 
lems quiet for fear of causmg" arudet^' 
among patients. Indeed, it has recognised 
that public awareness of the problem con- 
tributed to die fall in pbannaceutical sales 
in the country last year. ' • 

However, the ‘ouimg’ of the counter- 
feiting problem does appear to have had a 
positive effect in that the issue is being 
taken senously and various forms of action 
are now being taken. There is more aware- 
ness at all levels, and die public is being 
given more infonnaiion on ±e issue. 

For example, legislation setting up a 
new national heal± monitoring agency to 
replace the under-stafted and under- 
resourced body responsible for pharma- 


‘ patients. ^througb^a p^fr. ^toient tgat a , 
mifpresrateiiS) - 

‘ Ijrotn^y .iiiien^c^^OTi&g is*‘3Actid.V •/da>r -.ZorBaX. u/wop/rf* editor on^Scrip 
; o^'s^podted'k^^cme ^ck^re'^xohtasirv World iPhannaceu'trcat-^ews and a c«*»- 
s^ty'i&l^' md?9crate&pad&-wi^'&e ma nu-: 'j suUai&'et&torto S^np^Maganoe. 

; po^e.: ~tfa e.- ™ i . 

au&onnes hm Mtiip a '^- ' 

'cta^antKoimtexfeitmg' unit 
wM^ has been iovest^ating ^ 
a bmnber -'of cases.. 

Lisb of fiaudulent medTcmes'' 
are being published in the' 
nadonat press, 'fie^tooe 
numbers have been set up for 
patients, and consumers have ' 
been given advice on bow to 
check whether a product is 
legitimate. An adverse drug 
reaction notification system 
is also being set t^. 

Phamiaceuticai compa- 
nies have also been publish- 
ing public starnments. advis- 
ing patients of problems. For ABnzUiiRpoUttss*Aiup*etsirtccoeh(ul«fc«aiiitr{cit osc 
example, December alone 



mousiy for secunty reasons, says chat this 
final remit is the hardest to fiilfil, given 
once again the narure of the activity they 
are dealing with. The perpetrators not only 
go to great lengths to conceal their opera- 
tions but few people can distmguish fakes 
fiom the genuine ardcle. “It is incredibly 
well concealed. Unlike counterfeit con- 
sumer goods, the patient has absolutely no 
idea that the medicine they are ingesring is 
fake. The counterfeits usually pass through 
legitimate trade channels so there is usually 
no indication to pharmacists or patienis that 
±ey could be dealing in fakes. Further- 
more. the actual evidence of counterfeitiog 
dis^pears once the patient takes the drug.” 

The PSI now hu 12 member compa- 
nies. all paying a fiat, undisclosed, fee to 
fund the gathering of intelligence. Essen- 
tially, it is a cieahng house for information 
so member companies can be informed 
when their products are being counterfeited 
and dossiers can be built up for each coun- 
try and region in the world. 

When ^ropriate, proposals are drawn 
up in areas that might benefit from further 
mvesngaiion and companies are invited to 


take pan. Companies benefit from sharing 
the often considerable ei^oses in amass- 
ing die evidence needed to get Interpol, 
world customs and local cTime-fighong 
organisations involved. 

But pediaps the greatest loog-tenn ben- 
efit will be found in the country dossiers. It 
is hoped that these will j^ompt their gov- 
emneots to either tighten up ^eir existing 
legislation or be tsore proactive is enforc- 
ing it. “When we have done this we will 
have won the war. At the moment we are 
just fighting battles,” says the PSI. 

Nevertheless, the PSI has won some 
impressive battles. One led to a series of 
raids by US customs officials in 1997 
which seized USS60 milboo worth of 
counterfeit drugs from US foreign trade 
zones. The produce was destined for the 
.Mexican border town of Tijuana, for sale 
to US tourists. “There are certain kinds of 
facts that send signals which suggest tha: 
an enviroameot is for counierfeiung 
activity.” says the PSI ^kesmas. 

The signals in this case were an extra- 
ordinary conceotradoii of pharmacies in 
Tijuana selling presciiptioo goods at less 


than half US prices. US citizens can buy up 
to 90 days supply of a medicine provided 
they have a prescription from a US doctor 
- ^though most phannacists don’t insist 
on seeing one. 

As a result. SCO pharmacies have sprung 
up in the border region, most of them clus- 
tered mio areas frequented by US tourists. 
“There is so much money to be made, it 
anracts unscrupulous people to the busi- 
ness,” says Eric Hill, a San Diego-based 
agent with the Drug Enforcement Agency. 

The common practice is for sellers to 
import bulk pharmaceuticals from a country 
like India, where they can be obtained 
cheaply. Once in the US free trade zones, die 
drugs are packaged into smaller containers 
wid) English labelling, then shipped to die 
pharmacies in Mexico throt^ s^es leps. 

“This problem bad been rumbling for 
years and many companies bad their own 
iflvesngaiors looking into it,” says (be PSI 
spokesman. “But it only takes one to crack 
it for everyone. The public seeds protect- 
ing because if they ever want redress from 
the drug's manufacturer, they won’t find 
them. I tried. It was impossible.” 
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After iiDorance and confusion, denial 
may be the biggest obstacle in dte imema' 
hoi^ fight against counterfeiters. Pfizer, 
for example, would only admit Viagn was 
a possible target for counterfeiters after 
several news reports bad been faxed to its 
New York headquarters outlining actual 
cases. Tben. in the briefest of statements, a 
^Ktkesperson said customs authorities 
tteougboui the world had been alerted to 
the problem and had been given saa^les of 
the Pfizer packaging, complete with bard- 
to<opy holograms, to compare wi± any 
counterfeits that might come through. 

Anderson says: “The industry is notice^ 
ably more reticent than other industries. 
They say if people know 2^tac is being 
faked, sides will &U but it also happens 
wiih car spares and Ford tackled it bead*on. 
They decided to make a big noise. They cut 
down on dealers, set a brand secmiq' 
department with good people running it and 
die problem has gone down. This is a good 
example of going against what people con- 
sider^ to be received wisdom.” 

Greater openness, according to Dr Mar- 
tin Ten Han. recently retired chief of 
WHO’s Drug Safety Unit, would also 
mean more ready access to the PSl data- 


base. “We would dien be much better 
placed to discuss centzal methodologies for 
tackling the problem." he says. “If we 
knew that Indo-Giina. for example, was 
most affected thee we cmild concentrate 
our efforts there." 

The PSI maintains there is no secrecy 
but insists that member companies also 
have die right to expect infonnanon to be 
bandied widi disc^on. It insists that 
every effon is made to ensure that confi- 
dence in legitimate products is not eroded 
and that the reputatioo of the company is 
not damaged by irrespoosibie disclosures. 

The way forward? 

Increased commercialisadon. such as 
direct-ttxotisumer adx'cnising, and new 
trading routes, such as parallel importation 
where counterfeiten can legally break the 
original pack^ing, are both foctors that are 
thought to be consibuong to the perceived 
growing number of counterfeits in fim 
worid markets. “All coumerfeiters are led 
by bulls' eye logic which means you only 
counterfeit something dat has both strong 
demand and a high price,” says one leading 
invesdgaiar who, again, refused to be 
named. “It is more evident in the first world 


now because the operations are so much 
more sophisticated.” 

And. of course, the rewards are so much 
greater. “V.Tiy go to so much trouble for a 
couple of rand when you can earn a decent 
pound in Europe.” said the PSI about the 
60.000 counterfeit diuretic tablets that 
were found in a South .‘African factory' in 
November 1998. These are beiieted to 
have been desoned for the UK. 

If companies do find themselves the 
victims of counterfeiten and have tbe e\'i- 
dence to prove it they have various 
courses of action they can take. But. in the 
long tenn. the oni>' real way forward is to 
gateer good imelligence about how coun- 
teifetiiDg gangs operate, the trading routes 
they take and to detect their increasingly 
sophisticated wares. 

This means sharing data not only among 
the companies and law enforcement agen- 
cies, as is already h^peniog to some 
extent, but also among the public at la^e. 
If, as tbe PSI insists, die only way to win 
the war against counterfeit pbaimaceuticals 
is to have better laws and bener law 
enforcement, then public policy has to be 
influenced. And that means taiking about 
tee problem publicly. Q| 


pJb ne^^iMhers / 
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How do you keep 
up-fo-dafe with 
fast-moving markets? 

And find key information 
for in-depth analysis? 

Accessing the PJB newsletters you need has never 
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You can receive tee latest news every day 
OR 
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ONf NUkWS SiirTx CONGMSt 



The Honorable Jane Henney, M.D. 
Commissioner 

Food and Drug Administration 
Room 14-71 (HF-1) 

5600 Fishers Lane 
Rockville, Maryland 20857 

Dear Dr. Henney: 


feousf of Rtprrscntntitirs 

CDntmittrf on Cnmmrrtt 

Room 212^. fiarburn %)oiisr Officr Ctitlbing 
iSUilshmgtoii. QC 20oU'-oU3 

February 12, 1999 


On F^ruary 1, 1999, majority and minority Committee staff met with Food and Drug 
Administration (FDA) officials to disoiss FDA's foreign drug inspection program and vi^ FDA's 
import data bases. During the meetings, the Committee staff learned the following, with the 
caveat that there were areas of some disagreement among FDA staff, concerning FDA's 
surveillance of imported drug products: 

1 . FDA has identified approximately 50 drug manufacturers (of what the agency refers to as 
"substantial" medical product) in China that appear to be currently exporting to the United 
States products that (a) have never been inspected by the FDA during the manufacturer's 
exporting history, or (b) may have been inspected, but the agency has no accounting of 
Inspection activity. Additionally, FDA believes it likely that there are a »milar num^ of 
uninspected or unaccounted manufacturers in India and possibly other countries. 

2. FDA confirmed that there are a substantial number (the FDA cannot define the exact 
figure) of foreign drug manufacturers exporting to the United Stales that have not been 
inspected by the agency in at least seven ^ars. Because these manufacturers have not 
received FDA scrutiny for many years, FDA does not know if certain management or 
manufacturing changes have occurred that could affect whether the firm is in compliance 
with FDA’s Currwit Good Manufacturing Practices (CGMP) requirements. 

3. FDA is now liinited by resources to conducting about 300 foreign drug inspections per 
year. Of these inspections, about 200 are for pre-approval. FDA therefore has only the 
resources to conduct about 100 sun^lance inspections pursuant to FDA’s “fotn’ tier"’ 
strategy for scheduling foreign inspections. Of these 100 surveillance inspections, most 
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are “follow up” inspections, or inspections to reexamine seriously violative firms that have 
had previous non-compliance issues. This has meant that most of FDA’s available 
resources have been used to inspect the “tier 1” and “tier 2” firms. As a result, FDA has 
generally lacked the resources to inspect the so-called “tier 3” and “tier 4” firms under 
their proposed four-tier strategy. Tiers 3 and 4 generally include non-slerile finished and 
non-sterile bulk drug manufacturers that ship to the United States. 

4. FDA confirmed that counterfeiting of finished and bulk drug products is a growing trend 
in the world market. FDA believes it would be pertinent for FDA to know about an FDA- 
approved foreign drug manufacturer that sends counterfeit or ineffective drug products to 
developing countries, as this would call the integrity of the manufacturer into doubt. 
Nevertheless, international counterfeiting incidents are not formally monitored by FDA 
officials outside the Office of Criminal Investigations (OCI). To the extent that OCI 
obtains such information on such incidents, this information is not available to the rest of 
FDA 

5. Excluding excipient products, between July and December of 1998, 5,500 firms shipped 
pharmaceutical products (based on FDA drug product codes) to the United States . 
However, FDA's data bases (called COMSTAT and OCFITS) contains information on 
only about 20 percent, or approximately 1,100 of these firms. 

6. FDA does not collect data to assess the amount of unacceptable or adulterated active 
pharmaceutical ingredients shipped to the U.S. fi'om foreign sources. Further, FDA does 
not collect data that would allow it to track trends or catalog the quality of products 
coming from abroad. Finally, FDA does not require any reporting fi'om any U.S. 
manufacturer if it discovers adulterated or substandard material. 

7. The U.S. “broker” or “agent”of the U.S. manufacturer is often the consignee of record for 
shipments of imported drug products. In those cases where the shipments are to the U.S. 
broker or to a warehouse not belonging to the final consignee, FDA does not have a 
definitive or realtime capability to determine which domestic manufacturer is receiving the 
foreign drug product. 

8. Ordinary analytical testing of bulk and finished drug products does not completely assure 
safety and efficacy. For example, the ordinary testing performed by U.S. manufecturers 
would not necessarily detect cross-contaminations from ingredients such as pesticides or 
penicillin, nor would ordiiuuy testing necessarily detect counterfeit ingredients. 

9. FDA has not developed a formal plan to secure a predefined number of inspectors that 
would allow it to meet its desired CGMP foreign drug inspection frequency of once every 
two years, or to meet the fiequency defined by FDA’s four-tiered inspection strat^. 
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Moreover, FDA has not formally identified the amount of inspectors required to reach that 
goal. 

1 0. FDA has not conduaed any formal analysis to measure the effect that failure to meet 

FDA’s inspection frequency (i.e., once every two years) has had on the quality of foreign 
pharmaceutical imports. 

Diese facts and conclusions are critical to our review of FDA’s foreign drag inspection 
program. If the FDA believes these conclusions are in error, please provide written comments by 
March 1, 1999, If you have any questions, please have your staff contatt Mr, Alan Slobodin of 
the Majority staff at (202) 225-2927 or Mr. Chris Knauer of the Minority staff at (202) 226-3400. 

Thank you for your assistance. 


Sincerely, 



CHAIRMAN 

SUBCOMMITTEE ON OVERSIGHT 
AND INVESTIGATIONS 



RONKLINK' 

RANKING MEMBER 
SUBCOMMITTEE ON OVERSIGHT 
AND INVESTIGATIONS 


CC; TOM BLILEY, CHAIRMAN 

JOHN D. DINGELL, RANKING MEMBER 
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DEPARTMENT OF HEALTH &. HUMAN SERVICES 


HAR - 5 1999 


Food and Drug Administration 
Rockville MO 20857 


The Honorable Fred Upton 
Chairman, Subcommittee on 

Oversight and Investigations 
Committee on Commerce 
House of Representatives 
Washington, D.C. 20515-6115 

Dear Mr. Chairman: 

Thank you for your letter of February 12, 1999, co-signed by 
Representative Ron Klink, regarding a February 1, 1999 meeting 
between majority and minority Committee staff and Food and Drug 
Administration (FDA) officials. A similar letter is being sent 
to Mr. Klink, 

Your letter summarized certain conclusions which your staff 
drew from the meeting, and requested that FDA provide written 
comments clarifying or correcting any conclusions which we 
believe may be in error. For ease of reference each item is 
restated in boldface type, followed by our comments. 

1. FDA has identified approximately 50 drug manufacturers (of 
what the agency refers to as ^substantial" medical 
product) in China that appear to be currently exporting to 
the United States products that (a) have never been 
inspected by the FDA during the manufacturer's exporting 
history or (b) may have been inspected, but the agency has 
no accounting of inspection activity. Additionally, FDA 
believes it likely that there are a similar number of 
uninspected or unaccounted manufacturers in India, and 
possibly other countries. 

Comments: The statement accurately reflects the information we 

provided in the February 1 meeting. We subsequently reviewed 
this information and found that the approximately 50 firms 
referred to include about 30 in China and about 20 in India. 

We apologize for the error. These figures were compiled from a 
review of import entry data in the Agency's OASIS database and 
include pharmaceutical manufacturers that currently are 
exporting to the United States pharmaceutical products that do 
not appear to have been inspected by the FDA during the 
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manufacturer's exporting history. The OASIS data covered 
product entries coded as pharmaceuticals during the period 
January through December 1997. The Agency is in the process of 
including these establishments in its database of 
establishments to be given surveillance inspection coverage as 
resources permit.-^ 

2. FDA confirmed that there are a substantial number (the FDA 
cannot define the exact figure) of foreign drug 
manufacturers exporting to the United States that have not 
been inspected by the agency in at least seven years . 
Because these manufacturers have not received FDA scrutiny 
For many years, FDA does not know if certain management or 
manufacturing changes have occurred that could affect 
whether the firm is in compliance with FDA' s Current Good 
Manufacturing Practices (CGMP) requirements. 

Comments: It is correct that FDA has not determined the exact 

number of foreign drug manufacturers currently exporting to the 
United States that have not been inspected in at least seven 
years. However, rather than saying the Agency "cannot define" 
this number, it would be more accurate to say that FDA has not 
defined the exact number. It is possible to construct such a 
list by cross-referencing OASIS import data with inspection 
data from the COMSTAT and OCFITS databases. To do so by hand, 
however, would be extremely time consuming; therefore, we 
anticipate accomplishing such cross-referencing electronically 
as OASIS and our inspections data bases are integrated with the 
new FACTS data base. This process already has begun, as 
demonstrated by the information conveyed in statement 1 above. 

3. FDA is now limited by resources to conducting about 300 
foreign drug inspections per year. Of these inspections, 
about 200 are for pre-approval. FDA therefore has only 
the resources to conduct about 100 surveillance 
inspections pursuant to FDA' s "four tier" strategy for 
scheduling foreign inspections. Of these 100 surveillance 
inspections, most are "follow up" inspections, or 
inspections to reexamine seriously violative firms that 
have had previous non-compliance issues. This has meant 
that most of FDA' s available resources have been used to 
inspect the "tier 1" and "tier 2" firms. As a result, FDA 
has generally lacked the resources to inspect the so- 
called "tier 3" and "tier 4" firms under their proposed 
four-tier strategy. Tiers 3 and 4 generally include non- 
sterile finished and non-sterile bulk drug manufacturers 
that ship to the United States. 
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Conments: The statement accurately reflects the information we 
provided in the February 1 meeting. We would like to add a 
clarification regarding the approximately 100 inspections not 
related to applications. Those inspections requested for FY99 
were mostly "for cause" or follow-ups to reexamine seriously 
violative firms. In FY98 and FY97, however, most were selected 
from tier 2 — sterile drug firms that had not been inspected 
during the previous 3 years. We also would add that most of 
the 200 pre-approval inspections cover firms that have not been 
inspected during the previous two years, and most of the 
resulting inspections include general GMP compliance. 

4. FDA confirmed that counterfeiting of finished and bulk 

drug products is a growing trend in the world market. FDA 
believes it would be pertinent for FDA to know about an 
FDA-approved foreign drug manufacturer that sends 
counterfeit or ineffective drug products to developing 
countries, as this would call the integrity of the 
manufacturer into doubt. Nevertheless, international 
counterfeiting incidents are not formally monitored by FDA 
officials outside the Office of Criminal Investigations 
(OCI) . To the extent that OCI obtains such information on 
such incidents, this information is not available to the 
rest of FDA. 

Comments: It is correct that during the meeting FDA confirmed 

that we are aware of reports of counterfeiting of finished and 
active pharmaceutical ingredient products in the world market. 
We would like to clarify, however, that given the current state 
of information, it would be difficult to state definitively 
that counterfeiting represents a "growing trend." FDA believes 
it would be valuable to know about any foreign drug 
manufacturer that sends counterfeit or ineffective drug 
products to developing countries, as this would call the 
integrity of the manufacturer into doubt. 

We do not recall a discussion of the extent to which 
information about counterfeit products is shared within the 
Agency. We would, however, like to add that the Agency learns 
of counterfeiting incidents in a variety of ways, including 
notice from the World Health Organization (WHO) to our WHO 
representative, reports received by FDA's Office of Criminal 
Investigations (OCI), and reports received by other 
organizations in FDA. Such information is shared within FDA as 
appropriate, taking into account such factors as whether the 
information was obtained pursuant to a criminal investigation. 
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5. Excluding excipient products, between July and Deceniber of 
1998, 5,500 firms shipped pharmaceutical products (based 
on FDA drug product codes) to the United States. However, 
FDA' s data bases (called CCS4STAT and OCFITS) contains 
information on 6nly about 20 percent, or approximately 
1,100 of these firms. 

Comments: As we reqall, we stated that as many as 5,500 firms 
shipped pharmaceutical products. Including excipient products, 
over-the-counter (OTC) pharmaceuticals, health supplements, and 
miscellaneous products (such as packaging components) . As 
demonstrated during the February 1 meeting, pharmaceutical 
product codes may include such items as caffeine for use in 
soft drinks, and toothbrushes. In addition, firm names, 
particularly those translated from Chinese, may appear as 
multiple firms due to spelling or other errors. Therefore it 
would be inaccurate to conclude that FDA has information on 
only 20% of the firms shipping significant human drug products 
into the U.S. As we proceed with the integration of import and 
inspection data, we expect to be able to provide a more 
accurate estimate. 

6. FDA does not collect data to assess the amount of 
unacceptable or adulterated active pharmaceutical 
ingredients shipped to the U.S. from foreign sources. 
Further, FDA does not collect data that would allow it to 
track trends or catalog the quality of products coming 
from abroad. Finally, FDA does not require any reporting 
from any U.S. manufacturer if it discovers adulterated or 
substandard material . 

Comments: With respect to comprehensive data collection, the 
first two sentences are correct. We would like to add, 
however, that CDER does collect data from firms that are 
inspected, and can use (and has used) OCFITS data to track and 
analyze trends in types of GMP violations by product, firm, 
country, etc. As discussed in the February 1 meeting, a GMP 
inspection includes review of records related to API shipments 
received, including rejections and the reasons for such 
rejections. While such data may not be comprehensive, it can 
prove helpful to illuminate emerging trends. Regarding the 
last sentence, as we recall, the discussion centered around 
manufacturers having no obligation to report adulterated or 
substandard material, and therefore there is no systematic 
means for FDA to retrieve this data. 

7. The U.S. "broker" or "agent" of the U.S. manufacturer is 
often the consignee of record for shipments of inerted 
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drug products. In those cases where the shipments are to 
the U.S. broker or to a warehouse not belonging to the 
final consignee, FDA does not have a definitive or 
realtime capability to determine which domestic 
manufacturer is receiving the foreign drug product. 

Comments: It is correct that the final consignee may not be 

apparent from documents and computer systems at time of entry. 
Nevertheless, if that information were needed, it is available 
by placing a telephone call or visit to the U.S. agent or 
broker. The U.S. broker, agent, or importer/distributor that 
supplies the U.S. finished dosage form manufacturer may be the 
consignee of record in the Agency's OASIS system for shipments 
of imported drug products. The identification of the final 
consignee, if needed, could be determined by tracing the 
product through the distribution channels by investigations at 
the consignee of record. 

8. Ordinary analytical testing of bulk and finished drug 
products does not completely assure safety and efficacy. 

For example, the ordinary testing performed by U.S. 
manufacturers would not necessarily detect cross- 
contamination from ingredients such as pesticides or 
penicillin, nor would ordinary testing necessarily detect 
counterfeit ingredients. 

Comments: The statement is accurate. 

9. FDA has not developed a formal plan to secure a predefined 
number of inspectors that would allow it to meet its 
desired CGMP foreign drug inspection frequency of once 
every two years, or to meet the frequency defined by FDA's 
four-tiered inspection strategy. Moreover, FDA has not 
formally identified the amount of inspectors required to 
reach that goal . 

Comments: The statement accurately reflects our discussion in 
the February 1 meeting. Since that time we have begun informal 
discussions of the level of resources which would be required 
to conduct GMP inspections worldwide on a two-year basis. 

10. FDA has not conducted any formal analysis to measure the 
effect that failure to meet FDA' s inspection frequency 
(i.e., once every two years) has had on the quality of 
foreign pharmaceutical imports. 
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Conments: The statement is accurate; FDA has not conducted 
such an analysis. We would caution, however, that such 
information may be difficult to quantify and may depend on 
other factors, such as shifting market trends in the 
pharmaceutical industry. 

If you have any further questions about this or any other 
matter, please let us know. 

Sincerely, 

Melinda K. Plaisier 
Interim Associate Commissioner 
for Legislative Affairs 


cc: The Honorable Thomas J. Bliley, Jr. 
Chairman, Committee on Commerce 

The Honorable John D. Dingell 
Ranking Minority Member 
Committee on Commerce 
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THE NEWS THIS ISSUE . 

□ THE U J^AL R^OGNmON AGRE^EPn’ 
e.quivalency detefroinatioR^p be as open as 

possibi^ro^i^gromislngr Resources 


8 M^ue^rein ^^0 Cohgrenionai 

scrutiny.^^pu|hJFDA iS movi^ forwa^ oh tfie MRA 
as a ; i&^inlliifrig;' iheciantsRi. ’rt is Jnursliaiiins 
rasQuri^^lh^^e^heair term to address' outstifiding 
equivaieiicy concerns such as the inspection report 
fonnat'Jomtitrainihg and;j^ activiHes, end 

GMP ^andar^s. X broadened ICH committee ha 
to chait^.the^ljcpure^ for _^a^ harmonized . API. GMP 
gotdeiihe. For |be time being, FDA ts using recently 

retidsed d^es^ic API guide to deDne uMP standards 
as 'racei^ leraign Inspection Endings indicate. Foreign 
dhig diven^n an^ counterfeiting are a growing FDA 
anfereemanrciiaMehge not addressed by the MBA, 


Equivalence determinations permitting FDA to 
accept site inspections conducted by European 
pharmaceutical regulatory bodies in lieu of its own 
inspeciional coverage will be made with full public 
access to the information backing the decisions. 


FDA will be assessing the equivalence of the 
inspection programs of the European Union states 
during a three year “confidence building” period 
provided under the pharmaceutical annex of the Mutual 
Recognition Agreement which was formally signed at 
a May 18 U.S.-EU summit in London, If equivalency is 
established, the results of die inspections conducted by 
the regulatory agency of the exporting country in the 
EU win be accepted by FDA. 


FDA management explains that public access to 
the information on which equivalency determinations 


are based will be one way in which the agency inten. 
toensure that the mutual recognition process is as opt 
as possible. 

FDA Compliance Office Director Stephan 
Gray, who was been actively involved in the MR 
negotiations, made clear the agency's intention at il 
Drug Information Association’s annual meeting i 
Boston in June. She said that the FDA plans “t 
provide for additional opportunities to follow an 
comment on the irnptemenmicKi of the MRA. 
including the equivalency evaluations. ‘'We think it i 
very important to have an entirely open process so th; 
people understand why decisions were made.” 

> The FDA affirmation that the process will be a 
open as possible responds to concerns cxprcsse 
tn comments on die final MRA draft, which wa 
published by FDA as a “proposed rule” in tht 
Federal Register in April The text of the fina 
draft is almost identical to the document Initialec 
by US and EU negotiators in June 199' 
following two years of negotiation (“The Golt 
Sheet” August 1997). 

For example, the consumer advocacy grou{ 
Public Citizen asserted that “mechanisms for the public 
to participate in the equivalence determination process’ 
are “cruciar and a ‘‘key feature" missing In the 
proposed rule. “At a bare minimum.” the group stated 
“the factual basis for a determination of equivalence 
should be publicly available and clearly understood.” 

The Pharmaceutical Research and Manu- 
facturers of America (PhRMA) also emphasized the 
“need for the U.S. and EC officials participating in the 
transitional and operational phases of the MRA to 
maintain an active dialogue with the industry sector.” 
PhRMA offered its "continuing assistance" to the Joint 
Sectoral Committee working on the pharmaceutical 
annex "to provide the unique technical expertise of the 
pharmaceutical industry in support of the Committee's 
efforts," 
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Ipriang group would revise, modify, or even replace 
je selected document as it deemed appropriate. 

I The second option was to perform a side-by-side 
linparison of the five documents and to select from 
fern the best language in each topic area. 

The third option was to start with a basic 
incept paper that was developed by the topic 
Rapporteurs and presented at the meeting. The paper 
putlined very basic concepts on API manufacturing and 
§)ntrois. such as validation and control of water 
terns. 

CMP & Submission Guidelines Are Different 

The expert working group quickly agreed that a 
&de-by-side comparison was not practical. The amount 
pf resources necessary to do such work was deemed 
rohibiiive. 

At first, the group reached a consensus to select 
[one of the five documents as a model. Deliberations on 
^the selection of the document proved difficult, 
^owever, and extended into the second day of the 
|neeting. 

Two camps formed, one supporting FDA’s draft 
[and the other supporting the PICS document. From 




^”)A’s perspective, its draft was the better candidate of 

g e two because of the much more extensive revision 
ocess. The agency also felt that its document was 
itmore flexible and consistent. 


need to interpret ICH GMP guidance differently thar 
its marketing application submission documents. 

Gray explained that industry has heard “man' 
times” from FDA staffers, including Office o 
Pharmaceutical Sciences Director Roger Williams 
“that the ICH guidance is the ceiling" for wha 
individual reviewers should be requesting. She notei 
that these submission guidances address many areas fo 
which there have not been previous guidance, statutor: 
obligations and responsibilities, nor case law. 

For the GMPs. on the other hand. Gray noted 
“there is not only statutory responsibility, but a lot o 
case law... within the U.S." She emphasized that FD/ 
has “always said that GMPs are the minimun 
acceptable” standard. These “philosophica 
differences" will have to be “taken into account whei 
people think of an ICH process,” Gray said. 

FDA Issues Revised API Guidance 

While ICH moves forward with the effort t( 
harmonize API GMPs. FDA will continue to use it 
domestic guidance to interpret how firms are expectet 
to apply GMPs to bulk processes. 

FDA released a revised draft of the AP 
guidance for comment in April. Reflecting industry 
comments on the previous draft (“The Gold Sheet' 
April 1995 & May 1997), the document includes i 
discussion of the concept of concurrent validation anc 
of GMP applicability to clinical trial materials. 


On the other hand, FDA recognized chat there 
would be resistance to its use especially from the 
European representatives. The agency was prepared to 
' support Che PIC document since it had b^n closely 
involved with the development of the guidance. 
However, a few other members of the expert woricing 
group were not sympathetic to the PIQ guide which 
was viewed as containing too much “how to” 
instruction. ^ ' j 

^ Because a consensus is required to move 
forward under ICH, the expert working group 
decided to abandon the first option and to select 
the third - develop a fresh document based on 
the initial concept paper prepared by the 
rapporteurs. This decision meant that the EWG 
would not meet its original goal of completing a 
draft in six months. 

FDA’s Gray expects that the ICH foray into the 
development of a GMP guidance for bulk drugs will 
lead to other ICH efforts in the GMP area. One 
problem, she noted at the DIA meeting, will be the 


The guidance acknowledges that concurren 
validation may be acceptable in situations when neithe 
prospective or retrospective validation can b 
performed. In^ the clinical trials section. FD/ 
recognizes the need for flexibility In interpreting GM) 
standards in the context of the evolutionary nature c 
the clinical manufacturing process. 

► A review of recent “untitled letters” issued b 
FDA to foreign API manufacturers shows tht 
the wording of the guidance is being used as 
model to help define objectionable condition; 
(In general, untitled letters are issued to firms i 
lieu of warning letters when products covered b 
the Inspection are not yet marketed in the U.S.) 

This overlap is exemplified in a December 199 
letter to a Czech bulk producer, Farmak, which detai 
the conditions under which the firm can institute 
retrospective validation program. 

The letter states that retrospective validation cc 
proceed “only if API processes are fully consiste: 
over time, adequate evidence of process controls exi; 
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working group would revise, modify, or even replace 
the selected document as it deemed appropriate. 

The second option was to perform a side-by-side 
comparison of the Hve documents and to select from 
them the best language in each topic area. 

The third option was to start with a basic 
concept paper that was developed by the topic 
rapporteurs and presented at the meeting. The paper 
outlined very basic concepts on API manufacturing and 
controls, such as validation and control of water 
systems. 

ICH GMP & Submission Guidelines Are Different 

The expert working group quickly agreed that a 
side-by-side comparison was not practical. The amount 
of resources necessary to do such work was deerrted 
prohibitive. 

At first, the group reached a consensus to select 
one of the five documents as a model. Deliberations on 
the selection of the document proved difficult, 
however, and extended into the second day of the 
meeting. 

Two camps formed, one supporting FDA’s draft 
and the other supporting the PICS document. From 
FDA’s perspective, its draft was the better candidate of 
the two because of the much more extensive revision 
process. The agency also felt that its document was 
more flexible and consistent. 

On the other hand, FDA recognized that there 
would be resistance to its use especially from the 
European represenutives. The agency was prepared to 
support the PIC document since it had bMn closely 
involved with the development of the guidance. 
However, a few other members of the expert working 
group were not sympathetic to the PIC guide which 
was viewed as containing too much "how to” 
instruction. 

> Because a consensus is required to move 
forward under ICH, the expert working group 
decided to abandon the first option and to select 
the third — develop a fresh document based on 
the initial concept paper prepared by the 
rapporteurs. This decision meant that the EWG 
would not meet its original goal of completing a 
draft in six months. 

FDA’s Gray expects that the ICH foray into the 
development of a GMP guidance for bulk drugs will 
lead to other ICH efforts in the GMP area. One 
problem, she noted at the DIA meeting, will be the 


need to interpret ICH GMP guidance differently than 
its marketing application submission documents. 

Gray explained that industry has heard “many 
times” from FDA staffers, including Office of 
Pharmaceutical Sciences Director Roger Williams, 
“that the ICH guidance is the ceiling” for what 
individual reviewers should be requesting. She noted 
that these submission guidances address many areas for 
which there have not been previous guidance, statutory 
obligations and responsibilities, nor case law. 

For the GMPs. on the other hand, Gray noted, 
“there is not only statutory responsibility, but a lot of 
case law. ..within the U.S.” She emphasized that FDA 
has “always said that GMPs are the minimum 
acceptable” standard. These “philosophical 
differences” will have to be “taken into account when 
people think of an ICH process,” Gray said. 

FDA Issues Revised API Guidance 

While ICH moves forward with the effort to 
harmonize API GMPs. FDA will continue to use its 
domestic guidance to interpret how firms are expected 
to apply GMPs lo bulk processes. 

FDA released a revised draft of the API 
guidance for comment in April. Reflecting industry 
comments on the previous draft (“The Gold Sheet” 
April 1995 & May 1997), the document includes a 
discussion of the concept of concurrent validation and 
of GMP applicability to clinical trial materials. 

*1116 guidance acknowledges that concurrent 
validation may be acceptable in situations when neither 
prospective or retrospective validation can be 
performed. In the clinical trials section, FDA 
recognizes the need for flexibility in interpreting GMP 
sundards in the context of the evolutionary nature of 
the clinical manufacturing process. 

> A review of recent “untitled letters” issued by 
FDA to foreign API manufacturers shows that 
the wording of the guidance is being used as a 
model to help define objectionable conditions. 
(In general, untitled letters are issued to firms in 
lieu of warning letters when products covered by 
the inspection are not yet marketed in the U.S.) 

This overlap is exemplified in a E>ecember 1996 
letter to a Czech bulk producer, Farmak, which details 
the conditions under which the firm can institute a 
retrospective validation program. 

The letter states that retrospective validation can 
proceed “only if API processes are fully consistent 
over time, adequate evidence of process controls exist. 
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and in-process and end-product data show lot-to-lot 
consistency." 

In the guidance. FDA makes this same point. It 
explains further that "consistency" means that there are 
no significant changes aHecting the API’s "critical 
quality attributes," such as changes in raw materials, 
equipment, systems, facilities, or in the production 
process. 

The guidance adds that retrospective validation 
should be used "only when there is a sufficient history 
on past API batches to demonstrate the process 
consistently produces acceptable products." A 
component of that history includes an established 
impurity profile. Farmak, FDA noted in the untitled 
letter, must pursue prospective validation hfcaiise it 
had not established an impurity profile for its API. 

> Process validation was a key problem area for 
API manufacturers in FY 1997 as it has been in 
previous years (“The Gold Sheet” May 1997). 
Of the seven untitled letters sent to foreign API 
manufacturers during the past year, five 
referenced problems with the firms' process 
validation procedures (see box p. IS). 

In a letter to the British manufacturer Mitchell 
Cons Chemicals, FDA accepts the firm’s commitment 
to conduct concurrent validation following the 
modification of one step of its . API synthesis. 
According to the new draft of the API guidance, firms 
can revalidate a process concurrently when a 
modification is made. A retrospective validation study 
by Mitchell Cotts showed that die manufacturing 
process resulted in batches with inconsistent particle 
size distribution, prompting the firm to make the 
process modification. 

In these enforcement letters. FDA continues to 
site foreign API facilities for deficiencies in water 
systems, out-of-specification result investigations, 
cleaning and cleaning validation, stability testing 
programs, and written procedures. Each of these areas 
are addressed in detail in the API guidance. 

Oveneas Manufacturing Sours Illegal Activities 

FDA has been focusing significant resources on 
creating a more effective and efficient foreign GMP 
enforcement program. However, the U.S. is also facing 
a significant threat to the quality of its drug supply 
from foreign drug diversion and counterfeiting - a 
problem area not addressed in the MRA negotiations 
nor adequately accounted for in agency resource 
allocations. 


June 1998 


With the dramatic shift of pharmaceutical 
production from the U.S. to foreign locations over the 
past decade, U.S. industry and consumers are being 
exposed to a variety of unethical practices that could 
have serious heal^ consequences. As third-world 
countries with fewer regulatory controls become more 
prominent in the drug supply chain, practices such as 
theft and counterfeiting are becoming an increasing 
enforcement problem for the U.S. and the EU. 

> A tragedy recently occured in Haiti when 
glycerin containing ethylene glycol poisoned 89 
children. 

Elaborating on the Haiti incident. Eli Lilly 
Quality Assurance Director William Grosse explained 
at the DIA meeting that the counterfeit product 
originated in China and was shipped through Germany. 
In that case, he stated, “it did not quite make it to U.S." 
However, he warned, “sooner or later, we are going to 
have a catastrophe." 

Rve Types Of Criminal Activity Identified Bv Lilly 

Grosse identified five specific criminal activities 
that manufacturers and regulators must guard against: 

unapproved generics ■■ product diversion m 
counterfeit labels ■■ counterfeit APIs, and m 
counterfeit drug products. 

Unapproved generics, Grosse expluned, 
originate primarily in India and China and make their 
way into the U.S. over the Mexican and Canadian 
borders. They are usually sold directly to pharmacies at 
a substantial discount to the innovator product during 
the period when the name brand is about to turn 
generic. The seller of the unapproved generic will 
claim that the product is as safe and effective as the 
innovator drug, and usually will manufacture the 
product to resemble the name brand. The seller may 
also state that a marketing application for the product is 
pending at FDA. 

> Lilly encountered this practice following 
complaints that one of the company’s products 
was not working. “We are finding this out 
through our complaint system.” Grosse said. 
“We are finding out that [the unapproved 
generic] is a pretty close product but it is not our 
product.” 

Product diversion, also known as "parallel 
importation" or “U-boat sales," is also “becoming 
extremely common,” Grosse warned. The practice 
occurs when countries exploit their ability to negotiate 
favorable rates from pharmaceutical companies and 
then sell the product back to the U.S. or the EU for a 
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profit. “We have kkRtifted five distinct rings of 
criRiinals around die . world that are acti^ in this 
particular arena,” Grosse maintained. "Hiese groups 
“frequently specify English labeling as being the only 
thing that the local country would have faith in.” 

> Grosse explained that the regulatory and law 
enforcemmt conununtUes “do noi know how to 
prosecute” those who pwpetrate this crime. 

The “American Goods Returned Law" which 
makes it illegal to reimport pharmaceuticals into the 
U.S. unless by the manufacturer, “does not seem to be 
a vciy strong deterrent,” he asserted. Product diversion 
is allowed within the Ell, but outlawed for products re-- 
entering the Union. 

Counterfeitina Prolilciws On The Increase 

The three forms of counterfeiting identified by 
Grosse are becoming a significant problem for 
regulators and industry alike. ' 

Cotmt«feit labeling, Grosse said, is "relatively 
new.” With, new computer imaging technology, 
innovator labels are "extremely easy to reproduce.” he 
explained. Criminal outfits can purchase product from 
innovators and relabel them for resale in (he U.S. A 
serious ctmcero resulting from this practice is the 
Inability of the innovator firm to "track adverse events 
and complaints,” he added. 

Counterfeit active ingredients are a serious 
concern of the generics industry, which has di^iculty 
in determining if a bulk chemical is ^nuine. India and 
China produce a iaige volume of counterfeit APIs, 
Grosse suted, noting thm there is a large “financial 
reward” for counterfeiters. 
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The sale of counterfeit drug protbicts worldwide 
is “increasing at a rapid rate,” Grosse assened. He cited 
figures suggesting that 40-60% of drug products sold 
in Malaysia and Indonesia. 25% sold in Mexico, and 7- 
8% sold in the U.S. are counterfeit. 

Since not all countries cooperate with efforts to 
recall counterfeit products or investigate and prosecute 
counterfeiters, it is “impossible to stop the» activities,” 
Grosse maintained. He noted that countries are more 
diligent in punishing those dealing in illicit drug 
products than those counterfeiting legal drug products. 

The currant raguiatory defenses against 
unethical and illegal practices are not adequately 
developed, Grosse said. Although U.S. Customs is 
“very much aware and very effective,” he said, other 
«iforcement agencies “have been very ineffective.” 
Manufacturers are collecting “a lot of information” on 
the problem, he added, but "do not have a very good 
place to take it.” 

> In order to invent a “catastrophe,” Grosse 
contended, "enforcement has to be a cooperative 
effort" between FDA and other government 
agencies, the industry, and health care 
professionals. 

He called on USP and FDA ro work to^edter to 
Militate industry’s use of new security technologies 
such as nontoxic tagging compounds that “readily” 
enable the identification of counterfeit products. 
According to Grosse, only “three products [are] on the 
U.S. market today” with tagging compounds, although 
many companies possess the capabilites to use them. 
The currant regulatory constraints make employing 
tagging compounds "heavily burdensome,” be 
commented. 
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■Kvibatjon:Qlomouc. Cadi Republic / 

■'^-Warning letter date: 12/18/96 

v^^lnspection date: 10/21-24/96 
^ ^ucltyps API ^ - V 

&I!U!» Upha .i,' 5^,-, - 

:^-vt5cation:.Prthfvters, Erance 
■Mi^'amrng'letter date "s^g/S? 
^nspectipn^ate: 

^JiodQzi, type: API 
^<1?- 

UphaSA,^^ "*3 
, -^l^iocation? Samay.%ance 
/.j^y^aming. letter ^te:^Jp9/9^ 


Estsbiidimon cif mas^r process validation protocol ■ Process vslidatjon data 

-Showing that the manufacturing process is consistent • Establishment of Impuntii! 

-profile • Corrvleie master production and batch 'production records. ' 


Out-of-speofication h^diing for ^lidation batches. 
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Roquette Freres ■ • ► ■ r-.i.?. -^: 

:l*c3iion: ^stremi France'.- 
•.’■ <•, Warning letter date: 

inspection date: 11/47/96 ' 

'" Product type: APj .V-» 

Urquirai 

Location: Barcelona, Spain 
. . Warning letter date: 10/30/96 
Inspection date: 6/3-5/96 
product type; API 



Validation of manufacturing prwess* Batch record control and nna(ntenjm^g«;,.’^^;.^;^| 
• Operating ranges in mahufacturirig processes • Out-of-specification resutf | 

■ investigations • Use of EU monograph test method instead of USP test fnetiiod.' , 


Access validation ■ Forced degradat'ton studies^ 
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U.S. Food and Dnig Administration 
Office of the Commissioner 

Mis. JuBa L. Ho PHONE 301/827^*480 

Associate Director for Asia 

and me Pacific FAX 301/443-0235 

Office of International Affairs 
5600 Fisher Lane, Km. ISA16 
Rockyflle, MD 280857 

DATE May 6, 1997 

TO Mr. Chang Yongheng, State PhamuuxuUcal Administration of China, 
Dqit Of Internationa Cooperation, BeUing, CHINA 
FAX NUMBER 86-ldbl-S648 
PAGES (INCLUDING COVER) 2 - 

Dear Mr. Chang: 

China Dally reported (enclosed) on January 7, 1997 that the 
State Pharmaceutical Administration of China (SPA) released 
a report re^ardincf the latest inspection rcoult at Chinaaa 
pharmaceutical companiea. The report indicated that 138 
medicines failed to reach the national standards in 13 
categories. The inspection also found 48 ta)ce medicines 
produced with pirated registration numbers from 26 
factories; and 96 factories pT-oduced substandard medicines. 

The PDA is very interested in receiving this report (with 
the names of pharmaceutical firms and the nuiuea of drug 
products that failed to meet standard) . Ne would also like 
to receive the name of the 46 fake medicines and any 
information you may have so that the FDA will be able to 
distinguish the legitimate medicine from the counterfeit 
products . 

The U.S. and China currently enjoyed an increasing trade of 
bulk drugs (active Ingredients) and finished drug produces. 
He would like to have the information from your esteem 
agency so that the Importation of quality drugs from good 
pharmaceutical firms would not be adversely affected. 

we appreciated yuur assistance. 



P.8. Please give my regards to Mr. Zheng Xiaoyu, Director 
Oanaral of SPAC and Mlngli Shao, Deputy Director-General 
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U.iS. DEPARTMENT OF HEALTH AND HUMAN SERVICES 
' FOOD AND DRUG ADMINISTRATION 
! OFFICE OF THE COMMISSIONER 

i SPECIAL ASSISTANT FOR INVESTIGATIONS 
5600 FISHERS LANE, ROOM 15^14, HF^ 
ROCKVILLE. MD. 20857 


FACSIMILE TRANSMISSION RECORD 


Number of Pages (including coversheet) 


TO:. 

Fax Number 






d? / I 


Y Phone Number 


FROM:[ 

Fax Ni^ber f301> 443-5262 

OATE: I 7 j't 


g. i'f'' ^ 5/^ I -/ H \ aVr * 


Phone Number <3011443-6955 

TIME: 


MESSAGE: 




, 1.^.1 i .... — 

NOTE; this iransmisaon is from a DEX 740 telecopier. If you do not receive a 
legible document, or do not receive all of the pages, please telephone us 
iinmedidtely at the telephone number above. 

! 

THIS DicUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM It IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL. AND PROTECTED FROM DISCLOSURE 
UNDErIaPPUCABLE law. If you are not the addressee or a person 
authorize to deliver the document to the addressee, you are hereby notlfled that 
any revi^, disclosure, dissemination, copying, or other action based on the 
content m this communication is not authorized. If you have received this 
document irr error, please immediately notify us by telephone and return it to us at 
ttie abo\^ address by maH. Thank you. 

I 
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deeaIOMsnt or bealtb « roman servic3bs 


f^Wie lieaith Sstvios 


Memorandum 


luoe 19. 1997 


Qmgw™* OIBcer 

Fotdm laqwctKm Tean, HFD-322 


Coimltiiint & Substacdard Dnigs from China 


CDER Executive Seaetuiat Team, HFI>-6 
Ann: I Lee L Zwamiger 


In 
Impedti( 


leaponse 


to your request, we searched the CDER Office of Compliance, Foreign 
ion Team diabase, and the DEIO list of foreign firms inspected fbr any of Qie 
Chine^ finns listed in two lisa (counterfeit and substandard drugs) supplied the 
Chineu Ministiy of Public Health. We only fbund four firms (even allowing for 
diflei^ spelling) on diese listt for which we have a record of having conducted an 
FD,hinsp^oa. 


Beijing Fhatmaceutical Factoiy 
No 10 Phannaceuticai Factory 
Xian ffitannaceutical Factory 
Guilin Pbaimaceatical Factoty 


See thb attached list for specific infannation on these firms. Tbese firms ship specific 
bulk d^gs to the US. There is no evidence in these files that Ihe specific dosage fnrm 
drugs adentified in the Ministry of PUUic Health’s two lisa are bang shipped to the 
US. (Popica of die iospecttoo reporU for these four firms are also attached for your 


We alto suggest that the ORA/DIOP database (OASIS) should be searched to determine 
if any 'actual ahi pments of diese ptoduca have been offered for import into the US. 


Atocttmentt 



Officer 


HFDf 24 Lynch 
HFI>S22ItF 
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Xiis% 4^ Hsdicinva: 

1. Hy^ochloric lidocalne Injection (none] 

2. Vltjanin C Tablets 

Bdljlng Fhasmaceutlcal Factory 

w4 have a Beijing #2 Fhaxaacautioal Factory in Beijing, Chao 
x4ng District. It is a^roved fox bnlk sulfamethazine which 
in the only prodact shipped to the US. The report does sya 
thie fim also uufaetuzea tablets, capsules, powders, and 
lajguida {incl ud i n g analgesics and vltaminajFor sale in 
Europe, China, and letin Baezica. 

i 

M6. 10 Pharmaceutical Factory, Chengdu City, Sichuan 
Pxjovince 

We; luive m Siehuan PhaxB&ceutical Co., Xitd. Jit 1 Shaz^uii;slo 
Rdj. , Ghengdn oit^, Sinhuati provinca (CFN 9611834) This i« a 
bulk antibiotic aanufaoturar laat inspacted 4/96. Thara is 
nojthiiig in £ilaa to tadieata firm Banufaetiiras vitamin C. 

TJSl Agant la Plavine Intemetional, Cloater NJ. 

i 

3. AceibyXyl aalicylic acid tablets [none] 

4. Chlprpheniramine tablets [none] 

5. Radix helicteris powder [none] 

6. Agajstache rugosa liquid [none] 

I 

7. Agaatache zugoea decoction [none] 


e. Agajitache zugoaa capsules [none] 

9. Kltjrogen tablets [none] 


10. Hydrochloric rennin capsules [none] 


11. Blaatosphere tablets [none] 


12. Lactic hlbernaculum injection [none] 


13. Acetyl spirochaeta tablets [none] 

Silst oi Mwdiclnws lAiieh hww hmmn counterfaxtwd: 

i 
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1. Vitiamln C tablets 

I 

x4an Pharmaceutical Factory, Shanxi Province 

wi bava a Xian Fbaxmaeeutlcal Factory In Xian city, Shaanxi 
p^ovinoa, C7N 9611394. Tbla flzB was last inapactad in 5/96 
aj^d mannfaaturas both bulk and finished drugs. Only bulk 
tsitraeyelina has baan axpertad to the US and has been the 
eajly product Inspaotad by FDA. A 1985 inspection report doea 
maiation that the firm manufactured ascorbic acid produsta. 
Thja U8 Agent is The China MBBZCO (USA) , Inc, Wayne, NJ. The 
filrm is owned by the Chinese govemnent. 

2. Ac^yl salicylic acid tablets 

Gulilin Pharmaceutical Factory, Gaangxi Province 951201, 
96jl2554 

Wei have a Gnilan Phaxmaoeutloal Works in Guilin olty, 

Qu|Kngzi province Cm 9612554. This was last inspected 8/94 
as> a biilk antibiotic and anti-mlcrobial drugs manufacturer. 

A product catalog in the file does indicate this firm 
manufactures aspirin tsblets, but there is no indication 
thht they are for US distribution, and have not been covered 
during VDA inspections. The firm's US agent is Chemworth, 
ini Woodbridge, CK. 

3. Acetyl salicylic acid tablets (none] 

4. ChiorpheniraiTLine tablets [none] 

5. Rad:.x helicteris powder [none] 

6. Agastache rugosa liquid [none] 
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U.S.FOOD & DRUG ADMINISTRATION 
Division of Emergency & investigational Operations 




Fax Covsrsheet 



FROM: Gary Pierce 
Director 

FAX#: 37tl 

(301)827-5655 

fax: (301)443-3757 


Divtaion Telephone Number 
^1)627-5653 


FAX (301)443-3757 
or (301)443-6919 
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JUNI 20 , 1997 
HOTS TO OART PIBRCB 
ntOM JON N HUNT 

CHZNB8B FIRMS FROM JACK MITCHELL'S OFFICE 


Tha two £lrsis which are auepeot In the DEO matter; 

1 . ) Anil Chemical Industry 

2. ) Talhong Huagong Chan, Dalian 

These firms are not on our Inventory nor ere they on the lists 
submitted by Jack Mltohell'a office. 

On the lists submitted by Jack's office, sis firms or similar firms 
appear on our Inventory of Chinese firms Inspected. The Breakdown 
Is as follows; 

A LIST OF UNQUALIPIBO MEDICINES 
Category 2. - Vitamin C 

Blejlag Phanaceutlcal Factory, Beijing - Mitchell's list 
did not have city Name. 

Category II. - Blestophere Tablets 

Bus Nan Phazaaceutloal Factory tl, Chsngssh, Bunan Prov. 
- Mitchell's list Included "of Ouangdong Pharmaceutical 
Industry Corp." In tbs name and did not have a olty name. 
Cats gory. X2. - Lactlo Hlbemsoulum InJ. 

Taiyuan Pharmaceutical Works, Taiyuan - Mitchell's Hat 
had a different location and used "Factory” Instead of 
"Works’. 

A LIST OF MEDICINES AND MANUFACTURERS THAT HAVE. SEED 
COUNTERFEITED 


Category 1 ■ - Vitamin C 

Xlen Pharmaceutloal Factory, Shansi Prov. - Thla firm has 
bean inspected by FDA. 

CatBBOXY.a. - Aoetyl Salloyllc Acid Teblete 

Oullln Pbaxmaceutlcal Factory, Cullln, cuangsl - This 
firm has been Inspected by FDA. 

Catagoiy 3- - Acetyl salicylic Acid Tsblete 

Cusngdong Pharma. #1, Ouangsbou - Mitchell's list had a 
tlmllsr firm name, "Ouen Dong Pharmaoeutloal Factory' at 
a different location. 

Theae are the only almllerltlas I could Identify from the lists 
supplied by Jack Mltohell. 
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'Baljlng «2 
Oiangihou Pham 
Chi Fax\g Pbamaoautlcal FBCtoiy 
Chlfang Pbamaaautloal Factory 
Chongqlnff <S Phamaoautloal Factory 
Chenggulng Phamaoautloal Raaoh Inat 
Fujian Inatltuta of Microbiology 
Fuxhou antibiotic Factory 
— Guangdong Pham #1 

Ouangxl Nomal Unlvaciity 
Guangxhou Pham Factory 
Guilin Pham 

Hainan Phamaoautloal Factory 
Hainan Phamacautloal Factory 
Bebal Phamaoautloal Factory 
^ Hu-Nan Phamaoautloal Factory #1 
Hunan Pbamaoautlcal Factor #1 
Hunan Pbamacautical Factory ill 
Jiangxi Pham. 

Jloheng Phamaoautloal Factory 
Kun Shan Blochamlcal Produotlon Fao 
Llanyungang Phamaoautloal Factory 
bong Maroh Phamacautlcal 
Mongolia Brtok 

Mongolian Jin Ha Fead Proa. Factory 
Nanjing Phamacautlcal Factory 
Nantong Pham Factory 
Nantong Biochemical Pham 
North China Pham 
Northaaat Pham. Faotory #6 
Northeast Gonaral Pham Factory 
Scheshen Chemloal 
Shandong Xinhua Pham Factory 
Shanghai Phamacautlcal Inatltuta 
Shanghai Medicinal SIS Faotory 
Shanghai No 3 Phamacautlcal Factory 
Shanghai Uiodlan Chemical plant 
Shanghai Pienaar Pham 
Shanghai S4 Factor 
Shan^al *12 Factory 
Shanghai *1 • Zhuangglao Branch 
Shanghai *6 Phar. Faotory 
Shanghai *17 Pham 
Shaoguan Pham. 

Slohuan Phamaoautloal Cc. Ltd 
Slno-Anerlcan Shanghai Pham Ltd 
Sunra Pham. Baollng Factory 
Sunva (Fmly Shanghai No 2) 

SUEhou *4 

SuEhou Biochemical Pharmaceutical 
SH Synthetic Phamacautloal a 
*<> Taiyuan Phamacautlcal Harks 
Tianjin Pham 
Tong Liao A1 Hln 


Beijing, PRC 
Cha^Ehou, Jlsngau 
Chi Feng City 
Chlfeng 
Chongqing 

Chongqulng, Sichuan 
PuBhou 

FuEhou, P.R.C. 

— Ouangztxni, PRC//’ — 
Oillln 
Guangzhou 
Oullln, Ouangxl 
Halmeh, Jlaojlng 
Jlsojlng, Zhejiang 
Tianjin, PRC 
Changsha, Hunan Prov 
Hunan Province 
Changsha, Hunan Prov 
Nanchang, Jiangxi 
Shanghai 20071 
Xun Shan City 
Llanyungang, Jiangsu 
Laahan, Sichuan 




Inner Mongolia 

Nanjing 

Nantong 

Nantong 

Shijiazhuang 

Shenyang, Llaohlng 

Shenyang 

Shenzhen, Guangdong 

zibo, Shandong 

Shanghai 

Shanghai 

Shanghai 

Shanghai 

Shanghai 

Shanghai, 200090 

Shanghai 

Shanghai 

Shanghai 

Shanghai 

Shaoguan, Guangdong 

Chengdu 

Shanghai 

Shanghai 

Shanghai 

BuEh^, Jiangsu 

BuEhou 

Chongqulm 

Taiyuan P ' 

Tianjin 
Tong Liao City 
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Mlfang Pharm. t4 
Hanatiou Pharn Pact 
iM. Xian Pharnacsautlcal Paotory 
Xln Zln Pharnaoeutloal Corp 
Xinjiang Pharmacautloal Norka 
Tang Zhou Riazmaoautlcal Morka 
Zhajiang Raman 

Zhongxl Pharmaoautloal Paotory 


Xian, Shaanxi Provln 
Tianjin 
Xinjiang Pray 
Tangzhou, Jlangau 
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to: Sus*n Setterberg^REG#FDAORAMA» 

Cc: 

Bcc: 

From: Fred FrickeeFCC(aPDAORAHAR 

Subject: Fwd: re: Fwd: bulk drug initiacive 

Dace: Vedaesday, Hov^ber IS, X99S 14:43:35 EST 

Attach: 

Certify: H 

Forvarded by: 


- Original Message - -- -- -- -- -- -- - 
To: Fred Fricke$FCC@FDAORAKAR 

Prom: Carl tIieIs8n@0Cl$FDA0CIHE7 

Date: Tuesday, November 14, 1995 at 5:58:02 pm EST 

Attached: Hone 

Fred- 

Some thoughts at Che end of Che day regarding Susan’s coanents: 

- Importation of bulk drugs, Rx and OTC is virtually xmcontrolled. Criteria for 
admissibility of an imported drug is not currently ba?ed on FDA approved status 
or evidence of authenticity. Rather, the agency only attempts to control importa 
tions based on drug listing information, which is not related to an FDA approved 
/validated process in an HDA, ANDA, MADA, ANADA, IKD, or any other ’’D" word. No 
r is drug listing necessarily related to a specific manufacturer of bulks. Any s 
hipper can be drug listed.. 

- FDA domestic inspections do not include any meaningful procedures/examinations 
that may find or detect the ur-e of councerteit buiK drugs, inose procedures nee 

d to be developed and Integrated into current inspectional/compliance programs. Historically, It- 
er systems at the finished dose manufacturer as it relates to a mascer/batch rec 
ord. Those procedures alone will not detect counterfeits. 

- Procedures for determining strategic sampling needs to be developed and implem 
ented. The strategies will require analysis of import data, drug production data 
, drug costs, market conditions, drug patents, background checks of firms and in 
dividuals, drug experience reports, public and agency policy, forensic analytics 
1 capabilities (resources, including time), and investigational capabilities (re 
sources). 

- Ultimately, the initiative (investigations) needs to be done jointly with desi 
gnaced US Customs officials (preferrably Garrison) 

- Confessed counterfeiter in Germany, in 1992, said at least 35Z of bulk antibio 
tics exported to the USA is counterfeit. 

- With this initiative, legitimate drug trade will be protected from competition 
from the criminal/illieit sector, and the country’s drug supply will become safer. 

- An FDA partnership with cooperating legitimate manufacturers of bulk drugs vil 
1 enhance Che effectiveness of Che initiative by expiditing the sharing of criCi 
cal, proprietary information necessary to determine Che authenticity of a partic 
ular drug in a timely fashion so that appropriate administrative or legal action 

can be pursued. 

Fred- this is all the gas 1 have for the day. .Carl 
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To: 

Cc: 

Bcc: 

From: 

Subject: 

Dace: 

Attach: 
Certify: 
Forwarded by: 


Susan Secterberg$REG$FDAORAMAR 
Carl Nielsen@OCI@FDAOCIMST 

Fred FrickeQFCCgFDAORAKAR 

re: bulk drug initiative 

Wednesday, November IS, 1995 10:28:04 EST 

N 


Susan: Carl Nielsen and Ron GarrisonCU.S. Customs) started Che investigation 
of bulk drug counterfeiting in 1990. I have asked Carl to assist in 
preparing a response Co your request. The drugs Chat we have analyzed and 
proved to be counterfeit are Oxytetracycline, Sulfamethazine, and Gentamycin 
Sulfate. There are numerous firms that are involved, but the only ones Chat 
are public knowledge are Flavine and Pennfield Oil. Carl should provide a 
confidential briefing for you.^^*^ In addition to Che above three drugs, Carl 
and Ron uncovered documentation to indicate that carbamazepine was 
counterfeited. Carl met with a Danish firm chat supplied him with 
information about a large counterfeiting operation in Hamburg, Germany. This 
firm said that they had to stop producing Sulfamethazine because they could 
not compete with the large quantity of counterfeits coming from China. U.S 
Customs seized some of this Sulfamethazine in the U.S. The U.S. Customs also 
seized Oxytetracycline that was suppossed to be from an approved company in 
the former Yugoslavia but was counterfeit. These are separate incidents from 
Che ongoing case against Flavine. Bulk Pergonal and Metrodine (fertility 
drugs) have been diverted or stolen and placed into counterfeit ampules. One 
person involved with this was found guilty in October. We are currently 
working with OCI and Che company to find out where the counterfeiting 
operation is located. This may involve organized crime. In September U.S. 
Customs seized a shipment ot bulk Ranitidine HCl worth 17 million dollars. 
Ranitidine HCl is Che active ingredient in Xantac and Glaxo holds Che patent. 

This Ranitidine was produced in India, entered the U.S. in Los Angles and 
was headed to Mexico thru Texas. Speculation says that it was to be used to 
produce counterfeit Xantac cablets which would then be smuggled into the U.S. 


We have been in contact with several drug firms(eighc) that indicated chat 
they were aware of the counterfeiting problem as well as diversion of drugs. 

In some instances they mentioned specific drugs that have been counterfeited 
in other countries. 

In addition to counterfeit drugs there are unapproved drugs. If these entries 
are checked against ITOB's database it will be a first step in preventing 
these from entering Che country. There are some holes (data missing) in Che 
database that needs to be fixed by ODER and the field. 

The proposed funding for this project (in my opinion) is not inflated. 

If it is only partially funded my recommendation is chat Che 3 OCI agents are 
essential and critical. One person is necessary to work with Bob Sharpnack. 
Possibly we could redirect some lab personnel from the bulk ODER program. As 
far as dollars, it will take considerably longer to analyse the samples 
because the existing instrumentation is almost in continuos use. 

It appears that there are two different concerns regarding imported bulk 
drugs. The first is the quality .potency, adulteration, and sterility of the 
bulk drug from an approved supplier. 3 do not believe it is the function of 
the FCC to be involved in the analysis of these drugs, except by special 
request. The second is the counterfeit and unapproved bulk drugs. It is the 
function of Che FCC to be completely involved in Che 

analysisC'f ingerprinting") of these drugs. In fact Che FCC should be the only 
laboratory analysing these samples because it requires the establishment of 
an authentic library, which is already in place, and the 
technology/expertise for fingerprinting is in place. It has been our 
experience that performing the USP tests will generally not lead to Che 
detection of counterfeit bulk drugs. 
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BRIEFING PAPER 
On 

PRIORITY CONCERNS FOR BULK PHARMACEUTICAL CHEMICALS 
with emphasis on Counterfeiting 


JOSEPH X. PHILLIPS 
Deputy Regional Food & Drug Director 
Mid-Atlantic Region 
Philadelphia, PA 
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PRIORITY CONCERNS 
FOR 

BULK PHARMACEUTICAL CHEMICALS 

Counterfeiting 

Unapproved Sources 

Impurities 

Process Validation 

Cross Contamination 

Release of Product 
Failing to Meet Specifications 
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Dafinition: 


Violation: 


3 


Countarfeitino 
21 use 321 (g) (2) 

The term "countarfait drug* means a drug 
which, or the container or labeling of 
which, without authorization, bears the 
trademark, trade name, or other 
identifying mark, imprint, or device, or 
any likeness diereof, of a drug 
manufacturer, processor, packar,or 
distributor other than the person or 
persons who in fact manufactured, 
processed, pack, or distributed such drug 
and of, or to have been packed or 
distributed by, such other drug 
manufacturer, processor, packer, or 
distributor. 

• FDA 21 use 331 (i) (3) 

~Tha doing of any act which causes a 
drug to be a counterfeit drugT'br the'sale 
or dispensing, or the holding for sale or 
dispensing, of a counterfeit drug* is 
prohibited. 

• US Customs law 

• FDA works closely with US Customs 

• Joint Activities 

• Have seized products 

• Seized counterfeits cannot be re-exported; must be 
destroyed 

• Dosage forms made from counterfeits are also subject 
to regulatory action. 
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COUNTERFEITING 

(continued) 

Problem with Counterfeit BPC Products 

• Safety cannot be assured 

• Impurity profile is unknown and may vary, lot 
to lot 

• Manufacturer is unknown 

• No history of product 

• No amount of testing can build quality into 
the product 

• Age, storage, manufacturing environment, 

labeling, synthesis cannot be determined 

• Negates R&D efforts and clinical trial 
research doneion the legitimate BPC/Dosage 
form by legitimate manufacturers 

■ Creates real or potential health hazard. 
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COUNTERFEITING (CONT) 

Chemicals for Focus 

• To be identified 

• In general, very expensive chemicals 
(relatively new entities) purchased in small 
quantities or less expensive chemicals 
purchased in very large quantities are 
particularly vulnerable to counterfeiting 

Potential Participants in llleoal counterfeiting acth/itv 

• Manufacturer of BPC 

• Manufacturers/Repackers who "launder" 

BPC's into counterfeit category 

• Importers/Brokers/Domestic Agents 

• Dosage Manufacturing Firms 

• Purchasing Agents acting essentially alone 

• Corporate Unit (if pervasive problem) 

Problems in efforts to control imported BPC 

• Drug Listing (21 CFR Part 207) 

• Used to determine admissibility 

• Anyone can obtain drug listing 

• Does not assure authentic material or source 
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FDA inspectorsAnvestigators need accessible information to 
help determine authenticity (topic to be expanded) 

Need to sensitize FDA inspectors/investigators/chemists to 
counterfeiting issues. 

Manufacturers of Dosage Forms need to be more diligent in 
their acceptance requirement criteria for BPC's and need to 
demand original Certificates of Analysis from suppliers 
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Suooested Organizations to Contribute to Strategy 

FDA - ORO 
FDA - OCI 
FDA - ODER 

• FDA - Forensic Chemistry Center 

• US Customs 

Additional Sources of Assistance 

• To be expanded 

• Other FDA centers? 

Some Potential Strategies 

• Sensitize FDA Investigators/inspectors to 
counterfeiting issues 

« Knowledge essential at dock 
side and during domestic or 
foreign drug inspections 

• Revisit "Listing" approach now used to 

decide admissibility of pharmaceuticals. 

Need more information to authenticate 
product and source. 

• Work with dosage form industry to get them 
to require original Certificate of Analysis from 
suppliers. Encourage them to develop more 
deFinitive acceptance testing. 

-J]' Work with industry security units to develop 
intelligence. 

• Use small Multi-Disciplined committee to 

strategize approaches to deal with issues. 
Identify what has worked or is working and 
what has not been productive. Seek 
innovative ideas among commlnee. Evaluate 
focus of resources. Periodically evaluate 
implemented strategies so we remain 
focused. 
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Unapproved Sources 


Problems 

* Same as those for counterfeits but label 
reflects the correct unapproved source. 
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IMPURITIES 


Too many products with little or no information about 
impurities. 


BPC manufacturers need to identify impurities and to 
develop Impurity profiles. This is required in new drug 
applications. 

Impurhies can represent a serious threat to the public 
health. 
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VALIDATION 

Manufac^ring processes for BPC's should be validated. 


Maiyticai Methods should be validated. 


CROSS CONTAMINATION 


Major concern to FDA and industry. 

Potential particularly high in non-dedicated 
equipment/fadtity. 

Lots manufactured in small scale with non-dedicated 
equipment are particularly vulnerable. 

Will be assessed during inspections. 

impacts acceptability of dinical studies. (If cross 
contaminant is present) 

Need effective controls. 


RELEASE DECISIONS 

Release of out of specs product without an adequate 
investigation or justification is suspect. 


Recent court dedsion impad 
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BOt of Bulk Pharmaceuticals (active Ingredients) are 
produced overseas. 

He have detected human and animal, bulk and dosage 
counterfeit pharmaceuticals . 

Flavins Corp. a major broker of bulk drugs was prosecuted in 
April for importing counterfeit Gentamicin, oxy tetracycline, 
sulfamethazine. Aa part of a plea agreement. Flavine 
reported they also inerted counterfeit methyldopa, 
carbamatapine, tetracycline and trimethoprim. Large 
shipments of sulfamethazine and oxytetracycline were seized 
and destroyed by TJ.S. Customs after FCA proved they were 
counterfeit. 

China and India are large suppliers of 
counterfeit/unapproved drugs. Known routes are; 

China/Hong Kong/Kamburg - US, China - US, 
India/Brussels/Amsterdam/Hamburg - US, India - US 

17 million dollars of unapproved bulk cimetidine was seized 
in Dallas, The bulk which was aelzed by US Customs was 
produced in India, entered the US at Los Angeles - and was 
headed to Mexico to be turned into tablets and probably 
smuggled back into US. 

There is a large idle bulk pharmaceutical production 
capacity in Mexico and around the world chat will likely to 
be used to produce counterfeit or unapproved bulks. 

Several companies including Hoffman-LaBoche, Merck, Ell 
Lilly, and Hamer Lambert have briefed us on some of their 
products Chat have been counterfeited. 

He literally have no control over bulk drugs that enter the 
OS. The only requirement to import a drug that our import 
investigators and US Customs routinely check via computer is 
called a drug listing. Anyone can obtain a drug listing. 

Counterfeit or unspproved bulk drugs can un)tnowingly be 
received by legitimate dosage form manufacturers and turned 
into tablecs/capsules and sold as legitimate drugs. These 
drugs can reach anyone including the President. 

Some members of the generic industry and possibly some 
innovator firms are knowingly receiving counterfeit and 
unapproved drugs. 

Import brokers (US Agents) are dealing in counterfeit or 
unapproved drugs . 

Ha are working on developing ways to detect counterfeits and 
unapproved drugs. 

Hs have a joint project with the United Kingdom's Medicines 
Control Agency to detect counterfeit drugs. 

It appears thst we have just scratched the surface of the 
problem of counterfeit dzugs and will need considerable 
assistance in getting tbs problem under control. 
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UNITED STATES GOVERNMENT 

Memorandum 


DEPARTMENT OF THE TREASURY 
UNITED STATES CUSTOMS SERVICE ' 



DATE: July 29, 1996 
FILE: KC08PR92KC0006 


TO ; Assistant Director, Operations 

Fraud Investigations Division 

THROUGH: Special Agent in Charge 
Chicago, Illinois 

FROM : Resident Agent in Charge 
Kansas City, Missouri 

SUBJECT: Operation CDI (Counterfeit Drug Investigations) 
Special Project Proposal FY97 


The attached proposal is forwarded with a recommendation 
approval. This effort has been successful thus far. Attachment 
I'to this memo identifies the successful prosecutions developed 
from this case. All the defendants are currently awaiting 
sentencing. This project was a headquarters funded project in 
FY92 and FY93 . All funds requested, as in the prior years, are 
travel related. 

Special Agent developed a certain amount of 

expertise in this area. His participation in a FDA sponsored 
counterfeit tas)c force has been requested by the FDA. What is 
envisioned here is a natural extension of the knowledge and 
contacts developed thus far. This issued is a serious Public 
Health concern and it cannot be ignored. Customs was the lead 
agency in Che investigation of Flavine International and we 
should continue in chat lead role. 


attachments 
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FROM OPERATION CDI 


DEFENDANT 

CHARGE 

PLEA 

Timothy Sommer 

Mail Fraud 

Guilty 

Ira Siegel 

Money Laundering 

Guilty 

Uziel Goldfeld 

Money Laundering 

Guilty 

Gerd Weithase 

Conspiracy to 

Commit Money 
Laundering 

Guilty 


Conspiracy to 
Distribute 
Counterfeit drugs 

Guilty 

Wolf Vogel 

Smuggling 

Guilty 

John Milhard 

FDA Violation 

Guilty 

Fred D. Wall 

Mail Fraud 

Guilty 

Flavine International 

Conspiracy to 
Commit Money 

Guilty 


Laundering 
Conspiracy to 
Distribute 
Counterfeit Drugs 

Guilty 


AWAITING CHARGES : 

Mark Paradise Smuggling 
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OPERATION GDI 


INTRODUCTION 

This document proposes a joint investigative effort between this 
office, the FDA's National Forensic Chemistry Center and FDA's 
Office of Criminal Investigation. It is predicated upon the 
successful conclusion of Che investigation of Flavine 
International. Information developed from that investigation 
and information developed independent of it reveals a specific 
need for investigation action. As a result of that investigation 
it was determined chat a real need exists for extensive and 
intensive examination of bulk pharmaceutical raw material 
importations for counterfeit drugs. The use of counterfeit 
pharmaceutical raw material in the production of drugs 
jeopardizes the efficacy and safety of Che drugs. The safeguards 
imbosed by the drug approval process are violated. There is no 
assurance that drugs made from counterfeit raw material will do 
what they are supposed to do. More significantly, Che use of 
counterfeit raw material may introduce harmful impurities or 
create chemical interactions that would not exist in drugs 
produced from product from approved raw material manufacturers. 

It aopears Chat a counterfeit raw material supplied by Flavine 
International was used to create an anci-convulsant drug used to 
treat epilepsy. Several epileptics died as a result of seizures 
while taking the drug made from the counterfeit product. Some 
epileptics suffered seizures while taking the counterfeit drug 
but did not die . When their medication was changed from the 
suspect counterfeit product their seizures were brought under 
control. This creates a serious Public Safety issue and must be 
aggressively investigated. 

PROBLEM 

Counterfeiting of pharmaceutical raw material will occur if non 
FDA approved source material is labeled and packaged as FDA 
approved material and entered into the Commerce of the United 
States. The FDA has a procedure by which foreign and domestic 
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pharmaceutical raw material manufacturers register' their product 
and manufacturing processes with the FDA and receive a Drue 
Master File. This approval process allows the product to be used 
in drugs manufactured and dispensed in the United States upon 
satisfactorily complying with FDA regulations and approvals. The 
counterfeiters will obtain non FDA approved material, create 
labels of FDA approved and registered foreign manufactures and 
affix those labels to the non approved material and represent 
that relabeled product as the approved product . It is known that 
this counterfeiting occurs in Hamburg, Germany, and Hong Kong, 
however, it has occurred within Che United States. The 
substitution of unapproved material for approved pharmaceutical 
active ingredients is the counterfeiting process this initiative 
seeks to address . 

The dimension of the problem can be best summarized by the 
following observations. The U.S. Customs Service made four 
seizures of counterfeit bulk pharmaceutical raw material in 1991 
destined to Smith Kline Beecham, Omaha, Nebraska. The total 
amount seized was 7S,S0Q kilograms valued at approximately 
SI, 500,000. The material seized was supplied by three different 
U.S. importers. Ultimately, this office was involved in the 
prosecution of Flavine International, who was not one of the 
three importers from which product was seized. Flavine had been 
supplying Smith Kline Beecham with counterfeit material since 
1985 . The material supplied by Flavine had a value of 
approximately 5 million dollars. None of the material supplied 
by Flavine was seized. Therefore, it can be concluded that Smith 
Kline Beecham received counterfeit material on just one drug from 
at least 4 different U. S. importers. 

Further, we have been able to determine that Flavine 
International supplied at least 9 different counterfeit bulk 
pharmaceutical active ingredients. The victim drug companies 
manufacture both human and animal drugs. Although we cannot be 
certain, it appears that Flavine stopped importing counterfeit 
drugs in 1992. The last known importation of counterfeit by 
Flavine International occurred in 1992. We know that Flavine 
supplied counterfeit drugs to at least 6 different U.S. drug 
manufacturers . 

In a related investigation, we were able to document the 
activities of another U.S. bulk drug importer. This in^rtes 
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supplied counterfeit bulk material to many of the -same 0. S. drug 
manufacturers described above. In addition, this importer 
supplied counterfeit material to at least four 0. S. drug 
manufacturers, rot previously identified. We were able to seize 
approximately 60 metric tons of counterfeit material supplied by 
this importer in July 1992. In September 1992 we seized an 
additional 14 metric tons of counterfeit material from another 
drug manufacturer, which was also provided by this importer. 

Based upon Che above, we know of at least 5 0.S. importers that 
have sold U.S. drug manufacturers counterfeit bulk pharmaceutical 
material. We know that one of these importers counterfeited at 
least 9 different bulk drugs. We know that there were at least 9 
O.S. drug manufacturers who received counterfeit material. We 
strongly suspect that Che number of U.S. end users who received 
counterfeit is much higher. It would be folly to assume that we 
identified and prosecuted all counterfeit drug importers. 

Consider this. Seventy to eighty per cent of all generic drugs 
are made from imported bulk pharmaceutical active ingredients. 
Sixty per cent of brand name drugs are made from imported active 
ingredients- The U.S. drug industry is dependent on imported 
materials . 

This information is based upon knowledge developed from a 4 year 
investigation of just two importers of counterfeit drugs. A 
broader examination would have uncovered additional importers of 
counterfeit. What can be certain is that the importers had 
little regard as to where the counterfeit material was destined, 
either human or animal drugs. 

Further, because of time constraints caused by the preparation of 
a case against Flavine International, we were unable to pursue 
all the suspect drugs uncovered in this investigation. We were 
fortunate that we discovered enough evidence associated with the 
one bulk drug that was seized at Smith Kline Beecham. We were 
able to build a case primarily on that evidence. Consequently, 
the focus of our investigation was limited to that very narrow 
area and to a large extent, limited to Flavine International. 
However, during the course of this investigation, and several 
others, a number of industry sources were developed, as well as 
a certain amount of expertise and knowledge of the industry. 

Based upon the guilty pleas by the defendants in the Flavine 
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Intemacional case and subsequent admissions confirming our 
suspicions about other drugs, and the knowledge developed, we 
have had the opportunity to re-examine the various pieces of 
information relating to other drugs and other importers. T.his 
re-examination has given rise to concern about the potential of 
other counterfeit importations. We believe chat the problem 
could be significant. 

Currently, the way that the imported bulk pharmaceutical drug 
industry operates is through D.S. agents like Flavine 
International. These agents represent foreign bulk drug 
manufacturers to D.S. end users and to the U.S. government, 
primarily the FDA, DEA and D.S. Customs. Generally, 
communications by the D.S. drug manufacturers and the FDA with 
the foreign manufacturers are conducted through the D.S. agent of 
the foreign manufacturer. The importers described in the first 
four paragraphs of this paper are Che D.S. agents. Flavine 
Intemacional even counterfeited Che product of a foreign 
manufacturer for which they were the 'exclusive' D.S. agent. The 
ocher agents described above counterfeited product from various 
approved foreign sources. 

This counterfeiting occurs because of raw material demand. The 
D.S. end user paid the same price to the DS agent /importer for 
counterfeit material as was paid for authentic bulk drug 
material. What drives Che D.S. end user is the demand for the 
product. Even though they know who the U.S. agents are for 
specific foreign manufacturers, they'll place orders with other 
agents because of demand. What drives the counterfeiter is the 
profit that can be made from substituting counterfeit product for 
the authentic . Flavine was selling counterfeit to Smith Kline 
Beecham at $19. SO per kilo. This counterfeit was costing Flavine 
$12.10 per kilo. During this same approximate time, the 
designated DS agent was also selling Smith Kline Beecham 
authentic material at $19.50 per kilo. The authentic material' 
was costing the US agent $12.30 per kilo. The significance of 
this fact was that the US agent could get authentic material. 
Flavine could not. Smith Kline Beecham purchased from both 
Flavine and the OS agent because of demand. D.S. iiig>orters may 
buy authentic bulk pharmaceutical product on the open world 
market if its available. If they can't obtain the authentic 
material, they'll substitute counterfeit. Approved foreign 
manufacturers know their markets. They do not produce tons of 
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excess produce to sell on the open markec driving. the price dow. 
There is no guarantee that there will be buyers, bike ocher 
nanufacturers they know their narkec and will generally cry to 
develop long term contracts with their customers to provide some 
stability to their production process. 

The drug product being sold to Smith Kline Beecham Animal Health 
was Oxytetracycline Base. This was not a sophisticated new drug 
product. It had been "generic” for a number of years. It was, 
however, a product for which Smith Kline Beecham was heavily 
dependent and had only one approved foreign source. Even chough 
several approved foreign manufacturers existed. Smith Kline 
Beecham had sought and received authority from the FDA to use 
only one manufacturer for most of the period covered by the 
investigation. 

The ocher counterfeit drug product seized by Customs and 
destroyed by Che government was Sulfamethazine. This product is 
also used in the animal health industry and as an intermediate in 
the production of human drugs. This drug product is equally 
unsophisticated, having been "generic" for a number of years. 
However, on occasion it was in very short supply from specific 
manufacturers. The FDA has approved a number of foreign 
manufacturers for this drug. 

These two drug products point out a very interesting anomaly, the 
counterfeiters didn't focus on just human drugs, nor did they 
select Che latest product to become "generic." These two drug 
products would not appear on a list of the cop 25 imports, they 
probably wouldn't make the cop lOO. What they do suggest is that 
virtually any drug product can be counterfeited. The two drugs 
products that we were able to identify and seize as counterfeit 
were not -the latest drugs to come off patent protection. These 
two drugs have been in the generic arena for a number of years . 
The President of Flavine International admitted that his firm 
counterfeited a number of human drug products, some of them very 
significant drugs. He admitted to counterfeiting tetracycline in 
early 1SS2. This occurred after a PRC firm received approval 
from the FDA. That PRC firm could not satisfy the VS demand for 
its tetracycline and Flavine International was not Che OS agent. 

However, industry sources have advised me that certain drugs, 
because of demand and timing and the type of drug, would 
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definitely be on their suspect list. An exaa^ile of such a drug 
would be Cimetidine. This product, recently entered the generic 
arena because of the expiration of patent protection, is 
virtually everywhere. You cannot have escaped the plethora of 
advertisements, printed and televised, regarding the various 
ulcer treatments now available, many with reduced potency as OTC. 
This creates the requisite demand for counterfeit . 

Although this is a highly regulated industry, there are numerous 
loopholes and regulation short comings. Chief among these are 
the controls on imported bulk pharmaceutical raw materials . In a 
perfect world the regulations in place would probably suffice. 
Unfortunately, we do not live in a perfect world and there are 
many who would take advantage of any weaknesses in the system. 

We cannot totally change the way the system works, but we can 
improve the system. More importantly for 01, we can become more 
active in detecting and identifying those who would abuse the 
system. 

The FDA requires that suppliers of drug raw materials have Drug 
Master Files. This includes foreign manufacturers. D.S. drug 
manufacturers reference these Drug Master Files in their 
sxibmissions Co the FDA for drug approvals. Those foreign 
manufacturers who go to the trouble and- expense of bringing their 
manufacturing practices up to the standards necessary to obtain a 
Drug Master File, will have the opportunity to sell their 
approved products in Che U.S. market, the richest market in the 
world. A violation occurs when importers knowingly substitute 
and label an unapproved product as an approved product . This 
results in a misbranded/counterfeit drug product chat has been 
described on the entry documents as being manufactured by an 
approved manufacturer. In fact, it may not have even been 
manufactured in the country where the approved manufacturer is 
located. Because of the heavy regulatory nature of this industry 
due CO FDA requirements, counterfeiting requires false invoices, 
false labeling on the product, false Certificates of Analysis 
describing the product and, depending on the sophistication of 
the counterfeiters, possibly false seals and packaging. Some of 
the counterfeiting is unsophisticated. However, some of it is so 
sophisticated that it may go undetected. 

GOAL/OBJECTIVE 
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The goal of this effort is to itieotify, apprehena and prosecute 
importers of counterfeit bulk drugs. Although this will not be 
easy, it is possible. The investigation of Flavine International 
has shown what can be done. At a minimum, with each finding of 
counterfeit drug there will be a violation of the Smuggling 
statute. The investigation of Flavine International started when 
one FDA employee became aware of discrepancies between Che drums 
of the authentic manufacturer and chose of counterfeit shipments. 
We have learned a great deal since chat discovery. The 
defendants in that case have plead guilty to smuggling, 
conspiracy to smuggle, conspiracy to commit money laundering and 
CO certain FDA violations. 

1 . To identify importers of counterfeit pharmaceutical raw 
material . 

2 . To seize importations of counterfeit pharmaceutical raw 
material prior, to chat material being used in the manufacture of 
drug products . 

3 . To secure the necessary evidence to successfully prosecute 
those identified with violations of Title 18 USC 371, S42, 545, 
195S and 19S7 and Title 21 USC 321 and 333. 

4 . To identify all assets and seize chose that can be traced to 
the money laundering aspects of the fraudulent importations. 

5 . To educate t.he pharmaceutical industry that this type of 
public health endangerment will not go unpunished. 

OBSTACLES 

Because Che entries are made by the US agent /importer and not the 
US drug manufacturer we need to establish a method to connect 
drug imports to the end users. We can identify drugs through ACS 
data files, and in so doing, put the bulk drugs in the importers 
hands. We must go Che next step and put Che drugs in the end 
users facility. We must overcome this break in the transpor- 
tation chain. Through close cooperation with the FDA this can be 
done . 

Entries of product from foreign manufacturers by someone ocher 
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than the appointed CTS agent would be a strong indication of a 
potential problem. There lies a strength to this plan. In order 
to identify where the material imported by someone other than the 
OS agent is going, we have to know which OS drug manufacturer is 
authorized to use the material in Che first place, and then, we 
would have to know whether they have ordered from the non 
authorized OS agent. Unfortunately, chat has occurred numerous 
times in the past by several different end users. The Smith 
Kline Beecham example cited earlier is a prime example. We have 
found numerous shipments of unapproved product identified as 
approved product shipped by someone other than the designated US 
agent. 

The solution to the immediate problem of identifying where 
suspect material shipped by non OS agents to US end users can be 
overcome. This information can be obtained by Search Warrants, 
contact with the end users, or industry sources. The Search 
Warrant mechanism is the preferred method, but unfortunately we 
will not have the PC in the beginning. That leaves contacting 
Che end users and industry sources and the investigator's 
knowledge. In the past these methods have proved very 
successful, however they are not without certain drawbacks. The 
first of these is that by contacting the end user, it becomes 
more difficult to charge them as a target if evidence of wrong 
doing is developed. Secondly, unless the request for information 
to the end users is worded very carefully, you may disclose 
information that will be conveyed innocently or intentionally to 
the targets of the investigation. 

OS agents/iraportars of foreign bulk pharmaceutical products 
comprise a relatively small number of firms. Employees of these 
firms develop a certain expertise that is confined to this 
industry. Employees of these firms transfer back and forth 
frequently. The firms all deal with the same, finite number of 
drug manufacturer end users and foreign sources of supply. 

Rumor raongering seems to be endemic to this industry. There are 
several industry publication which have sections chat cater to 
"gossip." During Che Flavine investigation I intentionally 
planted a false rumor to a target of the investigation, a drug 
importer. Later that day, the rumor was repeated back to me as 
gospel from another source, a drug manufacturer, ' located in a 
different state. Obviously, we have to be careful what 
information is disclosed and how the information is packaged. 
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But, we were successful in the past and should be equally 
successful in the future. 

The targets of our investigation will come from the following 
areas. The following steps are not listed in order of priority. 

1) Prom our previous investigation, and from industry sources, 
the names of several domestic agents and foreign shippers have 
been acquired who have a reputation of questionable practices. 
Efforts are underway to obtain further identification of these 
firms and individuals as well as others. Once they are obtained 
surveillance will be initiated on their shipments to determine 
the quantity and type of bulk pharmaceutical material they are 
importing or shipping to the US as well as the recipient of this 
material . 

2) We have identified the top 30 generic drug imports for 1993 
and 1994, (EXHIBIT A). Although this list is fairly 
encompassing, we have also identified certain other drugs that 
bear scrutiny based upon knowledge developed from our past 
investigative effort and industry sources. From this list we 
intend to apply investigative surveillance to the bulk drug 
imports. First we will identify the approved foreign 
manufacturers and their US agents of these 30 drugs. Then we 
will query the drug through ACS to determine if anyone else is 
importing the product. If the importation is by a source other 
than the appointed US agent, it bears scrutiny. 


DATA FILES AVAILABLE 

The following systems of records are available for use. Some of 
these systems have certain inherent problems. 

1. The Drug Master File will contain reference letters from end 
users identifying which end users have, at least, referenced the 
bulk manufacturers as a potential source of the end users raw 
material. If the past investigations are used as an example, we 
will find more than one bulk material referenced by the end 
users. The end users will want more than one source for raw 
materials to respond to market and political conditions, i.e., 
problems with trade with the PRC. The Drug Master File will also 
identify the 'official' US agent for the foreign bulk drug 
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manufacturers . There are instances where we have found 'several 
US agents identified by a foreign drug manufacturer as their US 
representatives, sometimes for different products, and on 
occasion, for the same product. 

2 . Abbreviated New Drug Application <ANDAj . We have received 
several AKDA listings from the FDA. The pict\ire is far from 
clear. Flavine International is listed as an Approved Bulk 
Antibiotic Drug firm for 4 drugs. Flavine International does not 
now have, nor ever had an approved drug manufacturing facility. 
Other drug importers are also listed as bulk drug manufacturers . 
Other foreign shippers, who have no manufacturing capability also 
possess ANDA' s . The mere possession by an entity of an ANDA does 
not necessarily mean that entity also possesses a manufacturing 
plant . 

3. FDA Product Code. A great concept, but it fails miserably in 
execution. From what I've bean able to learn is that the FDA 
Product Code, which is affixed to every product that the FDA 
regulates, has not been updated in a number of years. Therefore, 
drugs created in the last IS years fall under a general catch all 
and are not specific as to the drug. This system, by itself, is 
not very useful in identifying drugs. However, used in 
conjunction with the TSUSA, it does help narrow the field. 

4. National Drug Code (NDC) . This number, issued by the FDA as 
part of the Drug Listing Act, lends an aura of respectability to 
the uninformed. Although there may be a legitimate purpose for 
the number, in practice it provides a means to counterfeiters to 
disguise the origins of the imported bulk material . Flavine 
International was convicted of counterfeiting, yet Flavine 
Germany has 77 drug listings and Flavine Hong Kong has 17 drug 
listings. Neither firm has drug manufacturing capability. 

What's more, another firm controlled by the president of Flavine, 
located in Liechtenstein had 14 drugs listed. As a matter of 
course Flavine had drugs listed so that they could import drugs 
under their own letterhead and referencing their own NDC without 
having to identify the actual drug manufacturer. These numbers 
were present on all of the Flavine invoices used at the time of 
entry. Consequently, attempts by Customs or the FDA to verify 
the product at the time of entry by the use of this number would 
have resulted in a match showing Flavine had, in fact, registered 
the product. 
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5. Harmonized Tariff Schedule of the United States. The TSUSA 
numbers are equally liberal in their application. They are 
generally not specific as to a drug, only to a general class of 
drugs. The Harmonized TSUSA is consistent with the world tariff 
classifications up to 6 digits. A TSUSA number can cover a 
multitude of drugs and many will fall into a general catch all. 

To illustrate the problems described above, I queried ACS in an 
atten^t to locate all entries of bulk cefaclor. To find all the 
variations of the drug I used the S numbers of the TSUSA and the 
first 5 numbers of the FDA Product Code. This was done to narrow 
the search parameters as much as possible while at the same time 
capture as much information as possible. The combination 
captured not only the cefaclor entries, but also entries of 
propylene glycol, talc powder, mannitol special, magnesium 
stearate and my favorite, •pharmaceuticals'. Now, undoubtably 
with some work, a query could be devised that would eliminate 
most of the non cefaclor entries. However, it would also 
possibly eliminate some of the cefaclor entries . 

The above data files offer some information, some of which is 
quite good. The data files used in conjunction with one another 
provide a means of locating suspect shipments. However, the 
search must be conducted by someone familiar with the industry 
and the players . Someone unfamiliar with the way that this - 
industry conducts its business would not see the trees for the 
■forest. As stated earlier. Flavine International counterfeited a 
product that it was the exclusive U.S. agent. If you would have 
assumed that no business would jeopardize their long term 
business by undercutting their own exclusive agency you would 
have assumed wrong. Yet such an assumption is defensible. 

RESOUKCE REQUIREMENTS 

MANPOWEK 

As far as manpower requirements for this proposal, the initial 
commitment by the U.S. Customs Service is just one agent. The 
mission of this agent is to identify shipments of counterfeit 
bulk drugs euid where they are going. What has bpen learned from 
the past investigation is a smaller investigative force is 
better. We don't need an army. Cooperation with the FDA is the 
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key. The relationship developed between this office and Che 
FDA's National Forensics Chemistry Center and personnel of FDA's 
Office of Criminal Investigation played a key role in the 
successful prosecution of Flavine. 

Now Che goal is a little different. He want to focus on 
identifying the counterfeiters. We want to identify them and 
identify and seize their counterfeit shipments. At some point 
Che investigation and prosecution will be turned over to whatever 
Customs Office of Investigation and FDA Office of Criminal 
Investigation that has geographic jurisdiction. The 
investigation of Flavine from beginning to end cook 4 years . 

With the resources being requested we cannot spend chat much time 
on a single prosecution and let the ocher counterfeiters operate . 
What we are proposing to do is to identify the counterfeiters 
and then move on to find Che next one. But coordination must be 
maintained. Intelligence from one investigative effort must be 
carried forward and that is the continuum that this proposal 
offers. We would be available to provide whatever leadership and 
assistance that we can, but at some point the investigation and 
prosecution would be in the hands of the local area Agents in 
Charge. However, the intelligence gathering process would 
continue drawing from each new investigation and prosecution. 

FUNDING 

The principal funding need would be travel . Although 
pharmaceutical manufacturers are located all over the United 
States , a large number of them are located in Northeast . The 
bulk drug importers are primarily located in the Northeast. But 
this should not be viewed as a problem that is centered in Che 
Northeast . The prosecution of Flavine International took place 
in Kansas City. Flavine relabeled drums in North Carolina. The 
seizures occurred primarily in the Midwest. Drug companies 
manufacturing facilities are located all over the United States. 
It is at these locations that much of the identification of 
counterfeit drugs will occur. This will include sampling, 
photographing product and drums, and inspection of documents. 
Further, it may be at these locations where the greatest 
prosecutive merit will lie. 

At this point it is difficult to come up with a practical 
estimate of travel expenses. However, to give a basis to this 
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proposal, certain crips have been identified as necessary. They 
are listed below: 

Washinerro n D.C. /Baltimore. Maryland 

Liaison with FDA Hea dguar ters/review of FOA documents. 

Senior Special ^ 9 enc|dm^g§ has been asked to be a member of a : 
PDA Bulk Drug Task Force with a focus on the ingsortation of 
counterfeit, unapproved and bulk drugs {Exhibit B) . 

Liaison with DOJ Office of Consumer Litigation. The DOJ's Office 
of Consumer Litigation has prosecutive oversight of many FDA 
violations. Members of DOJ/OCL were the lead prosecutors in the 
counterfeit drug investigation of Flavine International. The 
O.S. Attorney's Office, Western District of Missouri, handled Che 
money laundering investigation of Flavine International. 


Air Fare: 

Lodging: 

M&IE: 

MISC: 

Total 


$325 round crip 
$248 2 days 9 124 per day 

$75 2 days 9 38 per day 

$100 
$749 

Four trips $2995.00 


New York /Newark 


Contact with industry sources. 


Air Fare: 
Lodging : 
MAIE: 

MISC: 

Total 


$335 

$284 

$76 

$100 

$795 

Four 


2 days S 
2 days 9 


Crips 


142 per day 
38 per day 


$3180.00 


Cincinnati. Ohio 

Liaison with National Forensics Chemistry Center, FDA. 


Air Fare: 
Lodging : 
M&IE: 


2 days 9 69 per day 
2 days 9 38 per day 


$375 

$138 

$76 
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MISC: SlOO 

Total SSB3 

Two trips 


S1378.00 


Total travel 


$7554.00 


Foreign Travel 

During the investigation of Flavine International, Senior Special 
Agent traveled to Haisburg, Germany, once to Interview 

"Hamburg traders*. This was a very fruitful trip, providing part 
of the education necessary to understand what transpires abroad. 
It also revealed the lengths that the counterfeiters will go to 
introduce their product into the DS. Agent also 

traveled to London. England, at the request of the British 
Control Agency, the British equivalent of the FDA. to speak at a 
panel discussion of counterfeit. Again, this was a fruitful 
trip, developing the overseas connections and exposure to the 
world wide threat that counterfeiters pose. 

Although funding for foreign trips is not being requested at this 
time, it may be necessary to request additional funding in the 
future for that purpose. A return trip to the centers of 
counterfeiting, Hamburg, Germany, and/or Hong Kong, may arise. 
Further, a trip to the premises of an approved foreign 
manufacture may become necessary to prove counterfeit. A foreign 
source may want to cooperate, but be fearful of traveling to the 
US. These points became issues during the Flavine International 
investigation and are being mentioned now simply to provide a 
'heads up' . Letters Rogatory to several countries were issued in 
the Flavine Investigation, and two have been issued in a spin off 
case. It may become necessary to travel foreign to facilitate 
those requests . 

Miscellaneous Expenses 

A second expense that will be encountered by this initiative is 
information. Like any other industry, the pharmaceutical 
industry as a number of professional journals and trade 
publications. Some I have managed to obtain free, others I have 
had to pass up because of expense. Further, some trade groups 
publish useful monographs. These however do have a cost. For 
that purpose I request a $1000 for books and publications. 


Total Cost 


$8554.00 
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IJ.S. Food and Drug Adminisirc 
Office of Criminal investkations 
Metro Washington Field Office 


Memorandun 


Dat* May 15, 1996 Tile; 

From Carl Nielsen. SA 

Suujocj Coumerfeii Imported Human Rx Bulk Drugs 

Frank Porgione, SAlC 


In March, 1996, defendants in OCl Case No. 95-KCfk-550-01 1 .K Idavine Inicrnaiionat. entered 
guilty pleas pursiitmt to pica agreements and arc cooperating with the government. Dcbricfmg of 
the defendants has confirmed that for several years several bulk drugs were counterfeited and sold 
for use in the manufacture of human prescription generic drugs. Attached is a copy of the ROI 
for Case No. 93-KCK-550-01 U covering the period \m9m - 

The counterfeit human bulk drugs supplied to the generic daig industry by Flavine include 
carbametapine (anti-convulsant). mcthyldopa (anu-hypertensive). gentamicin sulfate (anti- 
bacterial), tetracycline (anti-bacterial), trimethroprim (anti-hncicrial). and sulfamclhoxaidi^e (anti- 
bacterial). Trimethroprim and suifamclhoxazotc are often combined into a finished dosage form 
for the treatment of urinary tract infections. 

It appears there have been deaths associated with the use of the generic prescription drugs made 
from the counterfeit bulk drugs supplied by Flavine Intemntiona!. Tlicrc arc records related to 
the generic drug manufacturer, Pharmaceuiicni Basics. Inc., (FHt) lliat indicate several epileptics 
died os a result of seizures while being maintained by carhameztipinc; made from coumerfeii 
material. Epileptics who were not controlled by the counterfeit carbamocapinc and did not die, 
reportedly became controlled when administered another kand of curbamczapinc. Substantiating 
records sltould be available at the FDA Denver District oHicc. The Denver District conducted the 
investigation of FBI. 

Whem SA Dennis Riley and I vi^ere reviewing Flavine records in Junuary tlirough Miirch, 1993, 
\Nt found a copy of a wrongful death suit filed against Flavim- in the State of 1 exas. The suit 
related to the use of a prescription combination drug containing trimethrojKim and 
sulfamethoxazole made from bulk drugs supplied by Flavine. Besides counterfeiting trimethroprim 
and sulfamethoxazole. Flavine defendants have admitted to the uiututhorizcd manuraclurc of bulk 
sulfamethoxazole in Nordt Carolina which was supplied to several human generic drug 
manufacturers. Those drug companies included 
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History of Imported Counterfeit Bulk Drugs 

Counterfeit bulk drugs were first discovered in the U.5. marketplace in May\ 1991, by CSO 
Micbeal Spangenberg. He discovered the counterfeit Long March oxyiciracyclinc because he had 
first hand knowledge of the authentic product which he ohtaiiictt during an inspection of the Long 
March facility in China. FDA systems of operation did not iletcct the counterfeits He found the 
counterfeit product at a Smith-Klinc Beacham Animal l lcalth facility in Omaha. NE. while 
conducting unrelated official busine.ss. 

Smith-Klinc had a large demand for oxytctracycline and purchased material purported to be Long 
March material from several suppliers, including Flavine Intcrnniiona!. In .lunc. 1991, a joint 
FDAAJSCS investigation began . During the course of the invc.stigalion USCS conducted multiple 
seizures of various counterfeit bulk drugs found in the vclcriunry drug industry. It was discovered 
that the suppliers of counterfeit bulk veterinary drugs also conduct business in the human bulk 
drug trade. However, strategically, largely because of limited rc.sources. the direction of the 
investigation could not be changed from veterinary drug products to the human drugs without 
seriously jeopardizing a successful outcome of a ease based tm confirmed counterfeit veterinary 
•drugs. 

Consequently, when search warrants were executed at Flavine and CPB, International, in 1993, 
the scope of the warrants was limited to the government’s knowledge of the veterinary drugs, 
even though many of the drugs, especially the antihiotics/anii-hacicrials such as tetracycline, 
gentamicin sulfate. sulfamcthoxaTole. etc., also had/havc application in the human drug industry. 
So, with these limitations, counterfeit gentamicin sulfate supplied by Flavine was the only 
prescription drug that could be traced to a human drug maniirnciuicr (Solopak, Chicago, IL). 

Definition of Counterfeit Bulk Drut» 


21 use 321 (g)(2) defines counterfeit drug as follows; "I hc term counterfeit drug means a drug 
which, or the container or labeling of which, without authorization, hears the trademark, trade 
name, or other identifying mark**of a drug manufacturer* ’other than tlic person or persons who 
in fact manufactured ’‘such drug**". 

’’The doing of any act which causes a drug to be a counterfeit drug, or the sale or dispensing, or 
the holding for sale or dispensing, of a counterfeit drug” is prohibited pursuant to 21 USC 
331(i)(3). 

So far, the investigations of imported counterfeit bulk drugs have found the counterfeits to he 
drugs from an unknown or unapproved source which Itavc been lubcled as being made by an 
FDA approved firm. Counterfeit material is good enough to pass identity tests for the ingredient. 


Summary of FDA Reouirements of U.S. Manufacturers of Hmnu n Generic Prescription Drug» 
Holders of approved New Drug Applications (NDA’s) and Abbreviated New Drug Applications 
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(ANDA’s) had to validate the manufacturing process using the bulk drugs from each source 
identified in the NDA/ANDA. The firm is required to notif)' I'DA of significant changes in the 
manufacturing process. And depending on tiie various faclois coirsidcred by FDA, a significant 
change may require the firm to re-validalc the manufacluring process or otherwise demonstrate 
that the change will not adversely effect the efficacy and safety of the finished product. The use 
of a bulk active ingredient from a source other than the onc(.s) used and described in the 
hIDA/ANDA constitutes a significant change that could adversely ciTccl the efficacy and/or safety 
of the finished dosage form. 

The majority of generic finished drugs are made with bulk active ingredients made by foreign 
firms. CDER determines whether the foreign source referenced in the NDA/ANDA is capable of 
manufacturing bulk drugs in compliance with principles of currenl good manofactiiring practices 
and compendia/monograph requirements. FDA approval or acceptance of tiic foreign source is 
based on the findings of foreign GMP inspections conducted by FDA and ODER'S review of files 
(Drag Master Files, Cl al.) and other records submitted by the foreign firms. Typically the files 
and records are submined to FDAfCDER via a U.S. agent designated by the foreign firm. All 
FDA correspondence is typically directed through the U.S. agenl. 

Dangers of Using Coimterfcii or Unaporoved Bulk Drugs in ihc Man ufacture of Finished Drugs 

The use of counterfeit and/or unapproved bulk drugs in ihc manufacture of finished drugs 
essentially invalidates any prior attempt by a firm to design, implement, and maintain a reliable 
manufacturing process based on sound quality assurance principlc.s. Bulk drugs from utduiown 
sources may introduce harmful impurities to the finished product. Some of the manufacturing 
steps , such as tablet compression, may not work well because of physical variances in the 
counterfeit drug. One might expect to see problems with dissolution of the finished drug. CDER 
chemistry reviewers have advised me that the use of couiuerfcii bulk drugs could result in 
potency and stability problftns with the finished do.se. hi short, the use of counterfeit or 
unapproved btilk drugs jeopardizes the efficacy and safety of the drags, i.e., there is little 
assurance the drags will do what they arc supposed to do. 

Lack of FDA Control of Imported Bulk Drugs 

There is, in effect, little or no FDA control of bulk drugs coming into this country, and there is 
currently no on-going enforcement action to serve as a meaningful deterrence to the tralTicking 
and use of counterfeit or unapproved bulk drugs. 

FDA inspectors at ports of entry do not have aoy information readily accessible that c’an be used 
to determine the authenticity of a particular drug, or wheiiicr a particular drug is an "FDA 
approved" bulk drug, or have access to information that idenli lies which U.S. drug manufacturers 
cm legally use the bulk drug to make finished human drugs. Each U.S. manufacturer of 
prescription drugs can use only the bulk active ingredients which arc articulated in an approved 
NDA/ANDA. 

The only information made readily available to FDA inspectors al ports of entry to determine 
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admissibiitiy of bulk drugs is FDA Drug Lisiing. Drug listing is a requirement of 21 CFR Part 
207, Registration of Producers of Drugs and Listing of Drugs in Commercial Distribution. Drug 
listing has nothing to do with an FDA review to determine enicaey and safety it is merely a 
mechanism for the Agency to monitor drugs in distribution by drug type and dosage forms. 
Anyone can obtain drug listing. In fact. Flavine has tirug listings, as do other foreign and 
domestic firms who do not hold approved NDA/aNDA's. 

If FDA inspectors find that the drugs in a^iipmeiil offered for importation tu'c not drug listed, 
the shipment is administratively detained. Typically in response to the detention, the importer of 
record or their agent submits a drug rcgisiraiion/listing form to CDFR. As long as the forms are 
completed saii.sfactorily, CDHR provides notice ilic drugs arc listed, file detained shipment is 
then released by FDA and allowed to proceed into U.S. commerce. 

FDA’s traditional manner of checking a finished drug manufacturer’s system of handling raw ^ 
materials during GMP inspections is not done in a manner that would likely detect the presence 
of counterfeit or unapproved bulk drugs. Typically the CSO randomly selects one shipment of 
one drug to determine if the firm’s paper system covers the receipt, quarantine, and release of 
the bulk material and to determine the traceability of a specific lot of bulk drug to a loi(s) of 
finished dosage form. Tlie issue of autheniiciry of the bulk drug is not directly approached. 

The finished drug manufacturer’s practice of determining the accqMahility of a bulk drug relies 
predominantly with identity testing and information contained on certificates of analysis (COA’s) 
provided to the firm by the supplier of that particular drug (.See 21 CFR Pan 2n-Subparl E). 
Compendia identity testing is not likely to detect counterfeits or unapproved drugs unless some 
suspicious physical characteristic is observed, i.c., variance in color, odor, and granulation, etc. 

It is common practice that the finished drug manufacturer accepLs facsimile transmissions of 
COA’s from the U.S. based supplier rather than have any direct communication from the actual 
or purported foreign manufacturer of the bulk drug. Often the C'OA’s are on the supplier’s 
letterhead rather than that of the bulk drug manufacturer. If the U.S. manufacturer questions a 
COA or has a problem with the imported bulk drug, it directs it’s questions to the supplier for 
resolution. In the mailer of counterfeits or unapproved drugs, it is likely the .supplier is the 
counterfeiter, or at least the supplier knows the drugs arc countcrfeii or unapproved. FDA’s 
traditional method of conducting GMP inspections of fmi.shccl cirug manufacturers does not 
directly approach the issue of authenticity of COA’s. 

Traditionally, FDA /ORA components do not communicate directly with foreign manufacturers 
of bulk drugs. Communications, including those made to arrange foreign inspection 'schedules, 
arc made through the foreign company's U.S. representative or agent. FDA has relied on the U.S. 
company representative or agent to convey all pertinent information to the foreign manufacturer 
and to respond to the FDA on behalf of the foreign firm. So, if problems with bulk drugs made 
overseas were reponed to FDA, then historically FDA would first communicate w'ith the U.S. 
agent rather ihan communicate directly with the foreign firm. Flavine International was such an 
agent. 
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Conclusions and Recommendaiions 


Tlic Flavine Tntemasional case has confirmed the threat to the human drug supply and public 
health posed by the interoationa! drug trade. Flavine is just one of several firms found by 
FDAA/SCS to have handled counterfeit bulk drugs in 1991-1992. The iinporier,s of bulk generic 
drugs often .supply both llic veterinary and human drug industry. The character of the 
national/imernational drug trade is one in which everyone knows everybody eke; individuals 
frequently move from one company to the other; and the drug traders are in position to control 
information between the FDA and the foreign bulk drug manufacturers. 

The U.s! supply of foreign-made generic bulk drugs is controlled by a relatively .sniall number 
of U.S. firms. There is a large global black or gray market of bulk drugs supplied by the Fax 
East, Eastern Europe, and South America. The incentive to e-sporl drugs to the United States is 
money- drugs exponed to the U.S. can typically demand the highest pricp in the world. A bulk 
drug sold to the U.S. market may demand a price 1 00% greater than any other market, even if 
it’s the same drug (as determined by identity and dompcnditi tests) . 

The same imported generic bulk antibiotic often can be used in the production of cither human 
drugs or animal drugs. There is opportunity for importers to declare to FDA and USCS that a 
bulk drug is for veterinary use only, when in fact that is not the intended market. Once the 
shipment is released into U.S. commerce, the drug can be diverted to the human drug industry 
•with little risk from FDA. 

The investigation of imported counterfeit bttik drugs has disclo.scd many weaknesses in FDA's 
procedures which need to be conveyed by OCI via chain of command for correction. Most 
corrections will require action by or authorization from upper management. Joint effort will be 
required among various ORA components, including OCI, and CDKR, to develop and implement 
effective enforcement procedure.s . OCI can provide recommendations that can be considered by 
the regulatory-side of the Agency. For example, OCI can recommend that GMP inspcclions of 
finished drug manufacturers routinely include audits of COA's and examinations of warehouse 
stocks of bulk drugs to determine authenticity. 

Additionally, U.S. drug manufacturers need to be encouraged to do what is reasonable to ensure 
authenticity of goods received. FDA should encourage or require that the U.S. manufacturer, with 
little exception, accept only bulk drugs that arc accompanied by original certificates of analysis 
(COA’s). FDA should also encourage the U.S. firms to coromtmicatc directly with the foreign 
manufacturers to resolve problems. 

OCI should also encourage changes in FDA import operations that would help deter and detect 
trafficking of counterfeit drugs. For example, OCI should recommend that evidence of 
authenticity, the NDA/ANDA or ANADA/NADA status of a drug, and the idcntificaUun of the 
ultimate consignee should be the primary factors for determining admissibility. Drug listing 
needs to be discontinued as the primary criteria for determining admissibility of a drug shipment 
at the port of entry. Drug listing means nothing as far as FDA approval or compliance with any 



185 


Page 6 


other FDA requirement. Drug listing, though, is a good source of intelligence for use in 
im'estigations. 

OCI should also encourage FDA to routinely communicate directly with foreign drug 
manufacturers rather than rely on the purported U.S. agents to be the conduits. The U S. agents 
arc likely to be the primary subject of investigation when counterfeits or unapproved drugs arc 
found. Using the U.S. agents as the primary network for communication to the foreign firms is 
like using a drug lord to pass information to the Columbian government. The international 
nature of tiic drug trade should support an ORA/ OCI request for a permanent pre.sencc overseas 
to ensure effective enforcement and provide meaningful deterrence of criminal activities. 

The extent of the problem of imported counterfeit bulk drugs is not known. Bui we do know that 
the same regulatory and enforcement environment exists today that allowed Flavine to conduct 
counterfeiting activities for years with little risk. One might say that since no new cases have 
been developed since Flavine, there must not be a problem. However, the reality is that there is 
no procedure in place likely to detect the importation or use of counterfeit and unapproved bulk 
drugs in the manufacture of human drugs. 

One must take a pro-active approach in assessing the real threat of imported bulk drugs and in 
developing other criminal cases. To that end I request permission to investigate the national and 
international problem of counterfeit human bulk drugs by being allowed to work pro-actively with 
FCC and USCS SSA The nature of the drug trade business, one in which every 

one knows every one else, lends itself to a centralized investigation. SSA and 1 know 

the most about the bulk drug problem for both USCS and FDA, and our combined expertise has 
the greatest chance for success. 

SSA , who lias been the only investigative continuity in counterfeit investigations since 

February. 1 992, has the greatest institutional knowledge and expertise for USCS in the matter of 
counterfeit bulk drugs. He can readily obtain all information needed from USCS to develop new 
cases of counterfeit human bulk drugs, and can send domestic and foreign leads from the Kansas 
City RA Office as needed. Garrison is the only agent in USCS that knows the international drug 
trade that supplies bulk drugs to the U.S. and has a working knowledge of FDA drug 
requirements and procedures. 

FCC has immediate access to mucit of the ODER infoiinalion needed for successful case work. 
Besides traditional forcnsic/technical support, FCC has resources lh,al can be mobilized to assist 
OCI in field work, i.c., execution of search warrants with large quantity of bulk drugs on the 
premises, collection of samples, etc. FCC needs guidance in its search for counterfeit and 
unapproved drugs. Investigation is required to find the coumcrfcils, not just forensic analysis. By 
virtue of its nature, a counterfeit is a result of intentional conduct. It is not a random event. A 
counterfeit can be found by conventional investigative techniques and then confirmed by forensic 
analysis. In the matter of oxytetracyclinc, it took 2 years after U.SCS seizures to forensicaily 
confirm the counterfeit status. FCC is not staffed appropriately to conduct independent 
investigations, but is staffed well to be an important member of a team charged with the mission 
to safeguard the public and ethical pharmaceutical industry from counterfeits. 
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1 recommend that MWFO be the designated office for directing, conducting, and coordinating 
investigations of the nahonal/international problem of counterfeit imported bulk drugs and that 
separate funding be considered so that other MWFO operations arc not adversely impacted. ! also 
recommend that MWFO be identified to other FDA components as the primary OCl contact in 
matters of imponed counterfeit and unapproved bulk drug-s. This is not an atienipi to supplant 
OCI’s Kansas City SAIC office’s current role in the Flavine case. Direct spin-off cases from 
Flavine will be few and short-term since most counterfeiting activities that can be prosecuted will 
be running against the statute of limitations. Admissions by Flavine officials relative to 
counterfeit human bulk drug.s demands quick action by the Agency to cn.sure the U.S. drug supply 
is reasonably safe from counterfeits, and MWFO is in the best po.sition to do so. 

* 

Most U.S. manufacturers of human generic drugs are located along the east coast. The greatest 
volume of generic bulk drugs can be expected to be imported at puns along the east coast, or 
to be ultimately delivered to drug firms along the cast coast. The greatest likelihood of venue for 
prosecution of any future counterfeit human bulk drug case is in the Mifi-.Allanlic and/or New 
York regions, but other federal jurisdictions can not be ruled out. Imported shipments of 
counterfeit or unapproved bulk drugs can be split and disiributed to multiple end-users spread 
throughout the United States. Any federal jurisdiction with a port of entry (air, land or sea) has 
venue potential. Development of knowledge or intent require.? investigation of the entire chain 
of distribution, from the foreign drug manufacturer to the U.S. finished drug manufacturer. 

The legal and scientific issues related to national/intcrnotional counterfeit bulk drug investigations 
is very complex. The best chance for success is for the Agency to allow a team possessing the 
greatest expertise to attack the problem, and allow the team to go wherever the investigation 
dictates it needs to go to be successful. An army is not needed lo be cffcclive. Development of 
a small cadre of ’’experts" is all lliat is needed. Initially, the only human resources needed are 
uses SSA . FCC, and I. Resources would need to be reassessed if more counterfeits 

are found. If the bulk drug problem is found to be widespread, the counterfeit team can spin-off 
a case to the appropriate SAIC office and keep moving on the trail while it is hot. It is important 
to centralize information with the team in order to develop effective investigative stretegies that 
will result in evidence that meets the hurden of intent or knowledge. DOJ/OCI . . who understands 
the counterfeit problem, can coordinate DOJ activities if miilliplc, concurrent cases occur. 

The first task, though, is to determine whether coumerfeits is an on-going problem, and, if so, 
to find and prosecute counterfeit cases. If investigation finds there is no significant imported 
bulk drug problem, then tlic work done to reach that conclusion can be used by the Agency to 
ensure the public and body politic that die genetic drug supply is as safe as reasonably can be 
expected; and, OCI will havi provided the leadership and neccs.sary information to other Agency 
components to lake appropriate action to implement an effective cnforccmeni plan. 



Carl Nielsen 
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To: 

CC! 

Bee: 

From: 

Subject: 

Date: 

Attach: 
Certify: 
Forwarded by: 


Fred Fricke^FCCePDAORAMAB 
Susan SetterbergfBSGfFDAC^AHAR 

Carl }Iielsen@a:X$FD^lK£T 

re: re: bulk drug initiative 

Wednesday, Kovember IS, 1995 15:21:41 EST 

K 


Fred- 

1 ditto everything you said. One correction is that we started working on 
counterfeit bulk drugs in June 1991 <lst seiaure with US Customs in 
Baltimore). Garrison came on the scene in Feb 1992 after our investigation 
indicated there was tons of counterfeits at a firm in Kansas City and Iowa. 

As things have turned out, US Customs ^ent Garrison has been the only 
continuity in the counterfeit bulk drug problem (except, of course, KFCC) 
since the problem was found in 1991. He*s probably the foremost authority in 
the field. 

Typical FDA drug programs, i.e., random sailing of bulks for ccnnpendial 
compliance, will, in all likelihood, not disclose the counterfeit nature of a 
product. So, the question begs, if it meets USP, what's the problem? 

The counterfeits we have found, indeed, consists of the actual active 
ingredient, but were made at unkno«m locations under unknown conditions, or 
at least, were made by a firm other Chan chat which was claimed in the 
labeling. In order to sell the counterfeits, the bad guys know the victim 
finished dose manufacturer will at least check the incoming goods for 
identity testing. So we have not seen com starch being substituted for 
gentamicin, as an example. 

If the agency position would be, that Che use of unapproved bulk drugs in the 
manufacture of NDA supported finished drugs poses no jeopardy to the quality 
and effectiveness of the finished dosage form, than we can afford to do 
nothing about counterfeits or unapproved bulk drugs. On the other hand, if 
the use of unapproved/counterfeit bulk drugs in the manufacture finished 
drugs does indeed invalidate the manufacturing process and thereby poses a 
real threat to the safety and efficacy of the finished drug, then we have a 
huge potential public safety problem. Any initiative put forward to remedy 
Che problem must be focused on ensuring a USA drug supply free from 
councerfeit/unapproved bulk drugs. Sampling at the docks will not tell you if 
Che product is authentic, nor does it ensure an authentic bulk dn^ will be 
used by a particular domestic manufacturer in e validated process specified 
by an approved NDA, etc. Sampling at Che docks will tell you whether 
compendia is met, nothing else. The use of counterfeits and tznapproved bulk 
drugs is a different problem. And if it is not a problem, then any finished 
drug manufacturer should t»e able to use any bulk active ingredient it can 
buy, regardless of trtto made it and where, as long at it meets compendial 
testing. And industry would really be happy if such an operation could be 
legal and supported scientifically, because unapproved/counterfeit bulk drugs 
on the ^rld black market are half the cost of FDA approved drugs. 

That's all I have to say... Carl 
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To: 

Cc: 

Bee: 

From: 

Subject: 

Dete: 

Attach: 
Certify: 
Priority: 
Defer until: 
Expires : 
Forwarded by: 


Susan Setterberg@REG$FD^RAKAS 


Carl Nielsen@OCI$FDAOCIKET 
FCC 

Tuesday, June 25, 1996 17:14:56 EDT 
N 

Hormal 


Susan: 

Got Joe*s voice mail while rowing. I think it is imperative that next week's 
meeting proceed with or without me, and it is imperative that Garrison 
attend. If I'm not there. Garrison has an awful lot to contribute by 
articulating the counterfeit problem frM an investigative perspective. This 
is not an OCI directed meeting, so if OCI doesn't want to participate, let 
them articulate what their objections are. This meeting is not to problem 
solve, but to begin identifying the problem in a comprehensive fashion so the 
best solutions can be found and implemented. But, the momentum must keep 
going. Nobody in OCI has approached me about the counterfeits so I am 
clueless what their concerns are. To pull out in the 11th hour 1 find 
incomprehensible. By not attending, OCI has given you all the power to do 
what has to be done. They can explain their position once it gets to the 
commish or Chesemore. 

But fundamentally, the counterfeits are an import problem and when found the 
heavyweight charges will be those found in Customs law. I guess I am asking 
that a decision on the meeting not be made on whether I attend. The issue is 
much bigger than that. ..give me jingle sometime. . I 'm done rowing...crn 
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£^ ^ mJQ m^INISTPATION 
SALTIHQRE DISTRICT OPTICS 


MEMORANDUM 

'date: Hovcrber 29, 1991 

FRCM: Director, Baltimore District, KFR-ia200 
3JB3: Iniportation of Comterfeit Drugs 

■ 'A- 

TO: Oerald E. Vince, HPC-lOO 


Baltimore District* in ccnjuncticn Mlth D.S. Customs, is conducting an 
investigation relative to the importation of counterfeit bulk drxigs. 
The cooperation between the agencies in this endeavor has been 
exemplary. 

Infomation olitained by the invcstlgators/agoits suggests widespread 
availability of eomterfeit bulk drugs in both humn and animal drug 
Industries. Assistant U.S. Attorney Gary Jordan of the Baltimore 
Generic Drug Task Ebrce has been advised of the evidentiary potential 
as it relates to the generic drug industry. 

Because of the potential inpact of the cR*going investigation on 
foreign travel, policies and resources of both U.S. Custcns and FDA, I 
reccRinend the FDA investigators and U.S. Custcro agents involved with 
the investigation give a presentation on the status to headquarter 
officials of both agencies. I suggest representatives frcni the 
fol; ;wing offices be included for attendance: 

ORA Mr. Ron Chesemore 
Mr. A1 Roeting 
Mr. H. H. Rogers, RFR-SM300 

Mr. Michel Spangenbeig, C90, Omha Resident Post 

OGC * Mr. Eric Blumberg 
Mr. Michael Petty 

CVM - Dr. Oerald ^xeat 
Mr. Ed Balliteh 

Ms. Judy Oushee 

'CCER ' Hr. Dan Mi^iels 

<XtO * Ms. Mary Ayling 

Mr. Joe HcCallion 
Mr. Bob Fish 
Hr. Peter Smith 

CIN-DO - Mr. Fred Frlcke 
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If you concur, please extend an Invitation to these individuals or 
revise the list as you believe appropriate. 

It is very iirportant appropriate representatives from O.S. Custora 
headquarters also be present since this investigation represents a 
"classic white-collar crime case" in which FEft 1811 agents will 
interact with O.S. Custona. Besides headquarter liaison officials, I 
re cnm e n d an invitation be extended to officials front O.S. Custcnts 
offices Of Pbreign Investigations, Ccnmercial Fraud Enforcement and 
Dorestie Operations. Additionally, we req u est that, through 106 's 
official U.S. Custans liaison, invitations be extaided to Mr. Al Frare, 
Supervisor, Fraud Division, and Mr. Sam Neglia, Special Agent, U.S. 
Custona, Newark, NJ, to assist with the presentation. Both are 
knowledgeable of the facts. 

I understand Inport Operations Branch has made tentative arrangements 
for the presentation to be held in the CRA conference room, Thursday, 
Decenher 12, 1991, from 11:30 am to 1:30 pn. This would be very 
satisfactory. I will be acconpanied by Carl Nielsen. 8C93, and 
Benjandn aigland, CSO. 


mCHAS L. HOOKER 
District Director 




cc; HER-MAl 
iaS-MA2« 
Hra-MA250 


11/29/91; TUl/jjy 
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Volume 12. No. 6. 1998 


International Pharmacy Journal 






Counterfeit medicines 



The dangers of counterfeit medicines were 
discussed for the first lime at a FIP Congress in 
a symposium organised by the Section of 
Official Laboratories and a rspon appears in 
ihis issue. It was concluded that, although the 
problems in developed countries differ from 
the ones encountered in developing coumnes. 
the issue is a world-wide problem and no one is 
spared. Counierteitsne of medicines is not a 
new problem, but in developed coumnes it 
does not receive much publicity. Only the 
detection of counien'eitZaniac in Europe a few 
years ago became more widely known. 

What IS the attraction of coumcrfeit medi- 
cines for criminals? There are three basic 
e.vplanaiions. They are dirTicuit to detect: :i 
-smali consignment may have a huge market 
value: current kgislatwe pro\ isions make traf- 
fic in ihem salcr than in hard drugs. The first 
lime that the issue wasrai.sed at WHO level wus 
at the Nairobi Conference of Experts on the 
Rational Use of Drugs m ! j. and it was tak- 
en up again m a rcst^lution adopted by the 
World Health A.ssembly in hlKH. Since then, 
two international meetings co->ponsorcd by 
WHO and the Imcrnational Federation «'f 
Pharmaceutical .Vianufacturcr.x .Associations 
(iFPWA) haw been organised. These lva\c 
highlighted the imponanee ofa tightdistnbu- 
tton chum and have resulted in formal WHO 
guidanee on tne inspection of the distribution 
channel which ts to be published shortly. There 
IS much evidence to show that where regulation 
IS less effective, eounterfett products become 
more prevalent and less sophisticated, h is 
clear that the populations of developing coun- 
tries sre at greatest risk, particularly where 
medicines are available noi only from regulat- 
ed pharmacies but also from street hawkers. 
However, a recent investigation m Nigeria 
reported in this issue demonstrates that even 


Les contrefa?ons 


Lcs dangers que presentent Ics med^- 
mencs contretaiis unt eie discutes pendant un 
Congres de la FIP pour la premiere fois tors 
d’un symposium organise par la Section des 
Laboraloires OfFtcieb. dont !e rapport esi pu- 
biie ailleurs dans ce Journal. La conclusion esi 
que. bien que les problcmes dans les pays 
developpes soiem ditTerents dc oeux dans les 
pays en developpement. la questiwi est un 
probieme mondial qui nous tcxiche tous. La 
contrefacon de medicaments n'est pas un pro- 
bieme nouveau, mais-dans les pays developpes 
vela n’est pas ires connu. Seule ia deiection tie 


products dispensed from pharmacies can be 
eountert'eit. In developing coumnes products 
labelled as aniimalarials and antibiotics often 
contain httic or nc^mg of the declared active 
ingredients and. apart from the drsastrous 
ciTect on treated patients and the undermining 
of confidence in the heaiih systems, such prod- 
ucts can prt>moR the emergence of microbial 
resistance to amibioiics. 

Counterfeiting is not limtfed to finished 
products. It may also extend to starting materi- 
als. .At a seminar of inspectors organised by the 
Pharmaceutical inspcaion Consennon tPICi 
m 1‘J‘iT, it was reported ihut two ewmines had 
dciecKii imports oi countertiwted aaive mgre- 
dienis. These two coumnes arc oxccptumal in 
having criminal investigation units working 
together wiih the drug regulatory authorities. It 
IS rcasonaWe to speculate that only the tip of 
the iceberg has been sighted and that a tar mtirc 
profound problem exists. 

What can be dime.' The bcsi way to reduce 
ihecirculatioR ofauiniertcii inediemcs i> strict 
compliance with (IMP at the manufacturing 
stage and utmost % igilance by cverybiHly. Only 
a light distribution chain where every lundicr 
of these products is licensed, obliged to keep 
precise records, and regukirly inspected will 
satisfy these needs It is relevant to ihmc (hat. 
with the abolishment of import controls 
between the countries of the European Union, 
emphasis has been shitted to the inspection of 
the distribution channels. 

Over the years WHO has tried lo collect in- 
ibrmation on the detection of counicn'eit prod- 
ucts but little of this information comes from 
the manufactures themselves. In general, the 
multinational companies try to deal with the 
matter themselves. The following policy state- 
ment on counierteit products issued by u major 
multinational company via the Internet. 


Quel attmii prwenie ia contrefacon de 
medicaments pour les criminels? U y a trots 
explications fondameniales: ils sont difficiles a 
deiecter ime petite quamite peut represenier 
line v^leurenormesw le march* 'ei lesdi^osi- 
iions legisiaiives actueiies en rendent fe trafic 
plus sur que celui des stupefiants. Cette ques- 
tion fut soulevMa rOMS pour la premiere fois 
pendant ia COTference d’ experts sur rempioi 
rationnei dcs medicaments a Nairobi en 1985. 
et l« probieme fut repns dans une resolution 
adoptee par I'Assemblee Mondiale de la Santc 
en 1 988. Oepuis. deax reunions Internationales 


demonstrates how they tackle the problem: any 
coumerfeiimg of their products is thormighly 
and promptly investigated. The products are 
designed to incorporate features which make 
them diftlcuit ta copy and which t.iciluaie 
counterfeit detection- EfTective control is exer- 
cised over the production and use of product 
components and packaging materials, and over 
the disposal of samples and maienals reiccied 
during the production process. The iwei of 
counterfeiting in the local markets and the 
clfcctiveness of ihe cour.ter-measures u>cd are 
kept under continuous review. While the com- 
pany will continue to do whatever ii tan so 
make counterfeit products more ditVicult to 
produce and easier to detect, this will nut pre- 
vent coiinicrfeiK from reaching the market. 
The company wd) therefore work in co-opera- 
tion with pharmacists, wholesalers, govern- 
ment agencies, and other pharmaceutical com- 
panies to ensure that suspected countcrl'ciiers 
and their intermediaries are thoroughly mvesti- 
gaied atwl where appropnate. prosecuteiJ. The 
company will also work with IFPMA, WHO 
and iHlwr appropriate bodies to encourage 
action at national and international lev el lo cre- 
ate an environment hostile to coiinierfeiiing. 

.And what are the pharmacists to do? .As the 
professionals with first Itund rcsponstbiitiy tvvr 
the medicines they buy and dispense, they are 
(Jirceily concerned. If they always procure ihoir 
products from reliable suppliers and keep vigi- 
lant to detect any anomalies, the cireulaiton of 
cDunterieit products can be reduced to a mini- 
mum. As the iniernattonal body representative 
of the profession. FIP should issue a policy 
statement on the matter, 

/\- p,', i u I •- 

Wehrli 


ptoduits pharmaceutiques (IFPMA) oik ete 
organisees. Elies ont souligne [‘importance 
d’une chaine de distribution hermetique ei ont 
resuite dans une directive tbrmelle de TOMS 
sur i'inspection des canau-X de distnbuuun qui 
sera pubties sous peu. llaeteamplement prou- 
ve que la oii les reglementations ne sont pas 
ires ctFicaccs. lcs produiis contrefaits devien- 
nent plus prevaients el moms sophisiiques. 1! 
est ciaff ■ que les pi^ulations des pays en 
developpement coureni de grands risques. 
surtout lit oil lcs medicaments sont disponibles 
non seuiement par Ics pharmacies controiees 
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PIC-PIC/S Seminar 1997 
10-12 June 1997, Naantali, Finland 

Counterfeited and substandard active pharmaceutical ingredients 

by 

Agathe Wehrli, Division of Drug Management and Policies 
World Health Organization, Geneva, Switzerland 


iBtyoduetion 

WHO was first alerted to the circulation of counterfeit pharmaceuticals at the 
Conference of experts on Che rational use of drugs in Nairobi, in November 
1985. Since then concern about the situation has been raised repeatedly by 
delegations at the World Health Assembly and this has been reflected in 
several resolutions. Resolution WKA41.16 adopted in May 1986 requested the 
Director-General to initiate programmes for the prevention and detection of 
the expert, iirport and smuggling of f&lssly labelled, spurious, counterfeited 
or subst&ndard pharmaceutical preparsCions and • to cooperate with the 
Secretary-General of the United Nations in such cases when the provisions of 
international drug treaties ere violated. 

The Secretariat has retained these resolutions in mind throughout its efforts 
over the past decade to refine its norms and guidelines in a way that 
stimulates closer collaboration between regulatory authorities and in its 
exchange of information and training of drug regulators that it organizes in 
the less developed countries which are most vulnerable to these illicit 
activities . 

In April 1992, WHO, together with the International Federation of 
Pharmaceutical Manufacturers Associations (IFPMA), organized a special 
workshop on counterfeit drugs. It became evident that both developing and 
developed countries are confronted with counterfeit pharmaceuticals which 
range from highly sophisticated counterfeits of branded products which are 
almost indistinguishable from the authentic product, to potentially dangerous 
substandard or spurious preparations sold under branded or generic labels. 
Where there is strong regulation the infringements are fewer in niunber and 
highly sophisticated. Where the risk of detection is lower, so the 
infringements increase in number and the misrepresentations become more crude. 
WHO has created a data base containing mere than 700 ease reports collected 
over a period of 15 years. In the developing countries it is essential live 
saving drugs that are most conwonly counterfeited, including antibiotics and 
antiparasities . All reports other than widely publicised reports of trade in 
glycerol (glycerin) contaminated with diethylene glycol concern finished 
-dosage forms. 

The counterfeit issue was on the agenda of the last two International 
Conferences of National Drug Regulatory Authorities (ICDRA) held in The 
Netherlands and in Bahrain in 1994 (1} and in 1996 (2) respectively. 

At the ICDRA in the Netherlands in 1994 Mr B. Hartley, UK reported evidence 
that a number of counterfeited APIs were in international circulation (1). 
Developing countries that have to in^rt most or all of their APIs have been 
complaining for years about substandard APIs in international trade and this 
led WHO to propose in 1988 that the Certification Scheme be extended to the 
certification of APIs. 


Seflaition of a ecuaterfelt API 

The 1992 WHO/IFPMA workshop report defines a counterfeit medicine as one which 
is deliberately and fraudulently mislabelled with respect to identity anei/nr 
source. If thiS "^ef'init ion is extendea'Eb'ATTST ’TSKii^i il“Qnd’er score the need 
to establish their true origin and have it reflected on the label. 
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Because of the present lack of regulation of APIs it is unclear to what extent 
the definition of manufacture, and manufacturer as defined e.g. in the who/GMP 
text and in Article 16 of Directive 75/319/EEC referred to under manufacturer 
in the glossary in the EC/Gt<IP, text are also applicable APIs. If they are, the 
opportunity arises for a company or an individual involved in 'partial 
manufacture* • perhaps only repackaging - to place their name on the label 
without further reference to the manufacturer responsible for the chemical 
synthesis. Any relevant legal instrument must ban this practice by defining 
it as deliberate mislabelling with a view to obscuring the true provenance of 
the material. 

The legal status of APIs differs fundamentally from that of finished dosage 
forms. APIs are not subject to a marketing authoriration, although they are 
regulated indirectly through the Drug Master File . However, this applies 
only to highly developed countries and even there, their marketing, and often 
also labelling, are not regulated. 

Finished dosage forms are subject to a marketing authorization, their 
labelling is strictly regulated and always requires display of the marketing 
authorization holder, .even when he is not the manufacturer. While some 
countries have requirements to also display the name of the actual 
manufacturer, this is less important for dosage forms than for APIs since the 
drug regulatory authority can always trace the latter through the registration 
dossier. 

Case reports 


The following reports on counterfeit APIs have been provided upon specific 
request or identified in publications. Several of them illustrate the 
labelling problem: 

Therapeutic Goods Administration. Australia t 

The TGA made a communication to the PIC-PIC/S Committee of Officials in 
February 1997 stating that the practice of substitution of APIs appeared to 
be an increasing problem for APIs manufactured in, and supplied from, Asia. 
The examples they had evidence about include the following: 

Delivery to an Australian manufacture of sulfamethoxazole manufactured 
in India which had been partially substituted with sugar milled to the 
same particle size as the API. The substitution involved three of 10 
containers in the delivery. 

Inferior grade APIs, including rejected APIs, are being placed at the 
bottom of drums in every 3rd or 4th drum in a delivery. 

Apparently these substitution rackets have access to sophisticated 
packaging technology (including access to 'tamper-proof • security 
devices) and may even co-opt company employees (either the API 
manufacturer or the label printer) to provide packaging information or 
the security or packaging material itself. It seems that the actual 
substitution of material often takes place immediately after the 
consignment of API leaves the premises of the true manufacturer. 

This information was circulated by the chairman of the PIC-PIC/S Committee, 
asking other inspectorates whether their countries noted similar problems, 
whether there was need to insist on 'top, middle and bottom' sampling of each 
container of API received from specific Asian countries, and whether 
information about counterfeiting should be disseminated within PIC-PIC/S and 
shared with WHO, other inspectorates and industry. So far the PIC/S 
secretariat has not received any feedback. However, the TGA, has provided WHO 
with the following further examples they had investigated: 

An antibiotic substance exported from a country in Western Europe was 
actually manufactured in meso-Aroerica, then sent to the European parent 
company where it was repackaged, reanalyzed and issued with a new 
certificate of analysis before being shipped to Australia. The label 
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and documentation gave the impression that the API originated from 
Europe and the Australian affiliate company was not informed about the 
true origin until the investigation clarified the origin. 

A low volume orphan drug API documented as originating from a Western 
European country, was actually produced in a country in Eastern Europe. 
The practice went undetected by the Australian affiliate company for 
about a decade until the Western European plant was dismantled. Then 
the pareht company admitted to the affiliate what had been happening. 

The Western European companies were even prepared to argue that the 
value added nature of the work conducted in Europe was greater than 50% 
of the cost of the API sold to Australia and hence were entitled to 
claim that it was "made* in that particular European country. 

No action could be taken in these instances. The Australian companies had not 
committed any offence and no prosecution of the overseas companies in 
Australia was possible. But, in any ease, it is unlikely, because of lack of 
regulation of production (Whether de novo synthesis or merely repacking of the 
API and exports of APIs, that the authorities in the exporting country would 
have had any basis for legal intervention. 

The TGA is aware of other anecdotal stories about substitution, dilution or 
adulteration. These include: mixing subpotent material with normal material 
in such a way as to just pass the pharroacopoeial specifications; substitution 
of technical grade for pharmaceutical grade. However, the TGA has no firm 
evidence of such cases. 

Office of Criminal Investiaation . FDA. USA(4); 

The following information has been received from Che US FDA, Office of 
Criminal Investigation regarding recent eases involving APIs. The 
investigation was worked jointly with the U.5. Customs Service: 

In 1991 chemists at SmithKline Beecham Laboratories notified the FDA of 
counterfeit oxycetraeycline at their Animal. Health Facility, Omaha, 
Nebraska. Investigation uncovered a conspiracy to import and distribute 
counterfeit bulk drugs. In 1996, Flavine International Inc. and three 
individuals were fined on account of conspiracy to commit drug 
counterfeiting and to commit money laundering. Flavine signed a plea 
agreement which settled a fine of $925,000 against charges of conspiracy 
and money laundering. One of the individuals was fined $75,000 and for 
24 months imprisonment. 

The investigation determined that Flavine International Cooperation had 
employees who circumvented legitimate business practices on the grounds 
that the demand in the market place for certain drugs was greater than 
capacity of the business to satisfy. The circumvention thus increased 
their profit margin. National Drug Codes (NDC) were 'Switched* and 
Counterfeit Certificates of Analysis (COAs) were produced, reflecting 
the false NDC codes, false manufacturers and false batch code 
information. In essence legitimate API was replaced with counterfeit 
API, or repackaged into drums that the legitimate manufacturer did not 
utilize. In all instances the legitimate drug was replaced with a drug 
which purported to be the approved U.S. API, when in fact it was not. 

Legitimate firms that received the counterfeit products did not 
challenge Flavine when they observed unusual sized and mismatched drums 
containing the same drug. 

The drugs that were affected by Flavine's business practice were: 
chlortetracycline, oxytetracycline base, tet racy line, chlorampheniol, 

gentamicin, neomycin sulfate, sulfamethazine, and methyldopa. 
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Mftdicings Control Asenev. UK; 

The examples of completed cases and on k^ich infonnation could be provided 
involve all pharmaceutical products and not substances. However, the way in 
which they were handled could eqfualXy apply to APIs. The examples given are 
as follows: 


A licensed VK wholesale distributor was found to have stocks of 
pharmaceutical products in premises other than those prmises declared 
on the licence. These prc^ucts were ii^orts for which the company did 
not have marketing authori tat ions. The products had been removed from 
original containers and re-packaged to disguise origin and expiry dates 
were extended beyond shelf-life. The licence was withdrawn and the 
company and its owner successfully prosecuted. 

- An unlicensed trader was found to import large quantities of 
pharmaceutical products from outside the European Community, 
manufactured on unlicensed sites and selling stock to pharmacies ‘from 
the back of his van". Surveillance was used to investigate his 
activities. He was arrested, his stock seized and the proceeds from his 
sales seized. He was successfully prosecuted as was an accomplice. The 
pharmacists to wh^ he sold were reported to their professional 
association. 

- A licensed wholesaler who substituted batch numbers on a 
substantial quantity of stock he was not licensed to sell was 
successfully prosecuted. 

The following cases still under investigation in the UK involve: illicit 
manufacture; obtaining actives from unlicensed sites in the Far East; 
assembling products and passing them off as the licensed product; assembly and 
passing off as genuine in the UK a product containing only half the API; and 
so on. 

The counterfeited product in the UK tends to be a prescription only medicine 
and one for which either demand and sale price are high, or for which there 
is a specialist market prepared to pay a high price. 

Prosecutions generally result in fines, occasionally a prison sentence. 
However. UK legislation permits sequestration of assets gained by unlawful 
activity and the KCA can request courts to confiscate property, money and 
other assets. The consignments of pharmaceutical' products are also seized. 
These actions are intended to make counterfeiting activities unrewarding and 
as a deterrent can be more effective than fine or even imprisonment. 

Pharmaceutical Security Institute (PIS). IFPMA 

The PIS is funded by the majority of ethical pharmaceutical companies and 
operates under the auspices of the International Pharmaceutical Manufacturers 
Association (IFPKA) . The functions of the institute include: supervision of 
enquiries, world-wide, into unlawful acts against the ethical pharmaceutical 
industry - counterfeiting in particular - and liaison with law-enforcement 
agencies, particularly police and customs officials, to combat these unlawful 
acts and bring the perpetrators to justice. 

The ethical industry is well aware of the problem posed by the counterfeiting 
of APIs and is taking steps to deal with it. A number of cases are currently 
under investigation and the results of those investigations will be handed 
over to the competent authorities on their completion. The PSI, which is 
co-ordinating these investigations, also confirms that such eases are not 
confined, geographically ^-to one region, and that counterfeit APIs are being 
manufactured in, and sold through, a number of different countries. 

An API may be counterfeited in one country, passed by a circuitous route into 
another for formulation; from there to a third country where the product is 
sold. Often the finished product transits several more countries before it 
reaches its final destination. To add further confusion, investigation has 
shown that, in a nuinber of cases, bulk pharmaceutical containers are switched 
so as to present the appearance of a given substance emanating from a European 
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country when, in fact, it may have originated from the Far East. This activity 
poses a particular problem for both law-enforcement and national regulatory 
agencies, as it becomes extremely difficult to pin down which authority has 
jurisdiction in any given case. 

Published Reports ; 

SCnjp No 2189 December 13th 199€ p.2^.* 

PhRMA refers to several of its members having recently experienced 
counterfeiting of their top-selling prescription products and cites as a case 
that “can be affirmed as having been proven" a counterfeit API produced in and 
exported from China. The API often reaches countries in which the innovator 
companies hold enforceable patents, and in many cases, the Chinese APIs are 
shipped to Hong Kong, repackaged, and shipped on to other markets, often in 
the developed world, where they are marketed as the patent holder's product. 

Kerketletter, April 21, 1997, p.lf: 

Refers to the fact that currently Pakistan depends entirely on imports for its 
basic raw materials, the cheapest source being China. According to industry 
believes Indian-manufactured basic APIs worth $2 million come to Pakistan 
through Hong Kong, Singapore, Dubai and Europe under ©ther-than-India country 
of origin labels, and the new government aims to reduce this trade. 

Repackaging and relabelling with the name of the repackager is the common 
denominator in most of these reports. The question is whether the practices 
could really be considered as illegal in all cases, in particular in the case 
of the two Australian examples where APIs were reanalyzed and repackaged in 
Western Europe. 

Contamination of olvcerol (qlveerine> and proovleneolveol with diethvlene 

Experience with these two solvents indicates that safeguards need to be 
applied to all materials included in formulated dosage forms and not just 
APIs. Contamination or substitution with diethylene glycol in the manufacture 
of pharmaceutical products has resulted in deaths of over $00 patients in 
Argentina, Bangladesh, India, Nigeria and Haiti in recent years. WHO sent 
warnings to drug regulatory authorities in all Member States after the 
Bangladesh incident in 1992 and also after the recent Haiti incident in 1996. 

Over 80 children died in the Haiti incident last summer and the ease has been 
investigated by the Haitian health ministry with help of the US Food and Drug 
Administration (FDA), the US Centre for Disease Control and Prevention (CDC) 
and WHO/PAHO. These parties also organized a special workshop on diethylene 
•glycol contamination in Washington O.C. in Fe bruary 1997. The outcome of the 
meeting will be a report about the overall diethylene glycol problem with 
recommendations on how to prevent the problem in the future. It will also 
contain simple analytical test procedures that allow the detection of down to 
0.2% content of diethylene glycol. 

WHO has received extensive material prepared by the Freedom of information 
staff of FDA's Center for Drug Evaluation and Research for disclosure to 
public requesters (5) . The material demonstrates the risks involved in 
procuring APIs through free zones and brokers . 

It is thus of interest to have a closer look at this case history extracted 
from the US material. 

The manufacturer of the liquid used to prepare the deadly syrup is still 
unknown. The material was originally shipped from Xiangang (China) via the 
free port in Rotterdam (Netherlands) to Port au Prince. The commercial 
transactions involved the following: 

Sinochem International Chemicals 
Beijing, China 
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Hetall'Chemie HandeXsgesellschaft a.b.H. & LTD. 

Hamburg, Germany 

Vos B.V. (subsidiary company of Helm AG Germany) 

Alphen a/d Rijn, Netherlands 

Chemical Trading and Consulting Company GmbH. (CTC) 

Reinfeld, Germany 

Pharval Laboratories 
Port au Prince, Haiti 

The three European parties involved never saw the merchandise, not even Vos 
B.V. to whom the mercahndise was sent from China. Vos B.V. merely gave 
instructions to the people in charge of the rented commercial warehouse at the 
Rotterdam port. 

Vvhen the material arrived in the Rotterdam warehouse the only labelling on the 
drums consisted of white stenciled markings as: 

•GLYCERINE 1 .26**4962/l-UP**GROSS WEIGHT: 260 KG 
••NET VJEIGHT: 260 KG**ROTTERDAH 

The 1.6 refers to specific gravity and the 1-UP means shipment contains more 
than one drum, in this case 1 drum up to 72 drums. 4962 represents the Vos 
purchase number. 

The following black stenciled marking were added upon instructions from Vos 
B.V. 1 


■GLYCER1NE98 PCT USP**4962/01**NET 260 KOS**CROSS CA 260 KOS* 

According to the records, the Vos B.V. employees mentioned that laxity over 
labelling of drums was widespread for import-ej^ort business. For shipment 
within Europe labelling of containers is highly regulated and Vos B.V. nuist 
print labels themselves, including all the hazardous statements that apply to 
the chemical. Otherwise, the materials are conwonly transported with little 
identification. Everything is dependent upon dissociated paperwork. 


Vos B.V. provided records of the movement of two shipments which go back to 
China Ocean Shipping^©.. In these records the following names are used:: 

Glycerin USp(21ypharma grade* 

Synthetic glycerin USpr2W 

Glycerine USP 


The records include an un dated/unsigned certificate of analy sis (COA) for 
Glycerine USP in English with Asian characters supplied under the name of 
Metall-Chemie m whiclTit is mentioned 'oatas as received from our supplier*. 
Metall-Chemie ^nfirmed that the certificate supplied is a photocopy where the 
heading with the name of Slnochem has been covered by their own name. 


It has been showi that throughout these complex transactions vital information 
on the provenance and the nature of the material was deliberately obliterated 
on documents and product containers, a practice traders e<»nmonly use to 
protect their business interests and refer to as •neutralization* - 


Pharval Laboratories, the pharmaceutical manufacturer in Haiti used the 
product traded in this way for the preparation of paracetamol oral syrups and 
oral drops for neonates. After the incident the manufacturer was visited by 
an FDA inspector and found to be in gross violation with basic CMP princip les . 
Thus, the incoming s tarting materiars were not oeihg" testeq , certiiTcates of 
anaTv«5»«5 ware not alwavs available, and no in-process quality control and 
final product testing was 'im plemented etc . “ 
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The factory has been closed and the matter is before the courts in Haiti where 
bereaved families are claiming compensation. According to an article 
published in the Netherlands by NRC Kandelsblad and reproduced in English in 
the World Press Review in May 1997, Pharval mentioned that they imported a 
great deal of material from Germany to be certain of its quality. It was CTC 
however who sold them the adulterated glycerin. Pharval also mentioned that 
had they wanted a Chinese product then they would have imported it directly 
from there. The price Pharval paid was practically twice the price Vos B.V. 
paid for it in China. 

Strategies for eonbatiao trade in counterfeited and substandard APIs 

Comprehensive and effective drug regulatory systems, including rigorous 
pharmaceutical inspection of facilities, where APIs and dosage forms are 
manufactured and closer oversight of wholesalers, brokers and other traders 
- also in free ports - must be in place if the above illustrated incidents are 
to be averted in the future. Some countries already require that manufacture 
of APIs is undertaken in accordance with CMP and a few undertake inspections 
on a statutory or voluntary basis. 

The following decisions or ongoing discussion are new important elements of 
relevance to these strategies: 

International workina orouo on GMP for APIs convened under the aeois of 
PIC-PIC/S 

A progress report on the work of this group has been presented on the first 
day of this seminar. 

V?erld Health Organization! 


In 1988 the World Health Assembly extended the WHO Certification Scheme on the 
quality of pharmaceutical products moving in international commerce to 
starting materials for use in pharmaceutical dosage foriRs when ic is subject 
Co iegisJacion in Che exporcing Member scace and in che imporcing Member 
State. This was followed by publication of a WHO guide on GMP for APIs 
(practically identical to the corresponding PIC text) in 1992 (8) . A first 
draft guideline on the certification of APIs was presented at the PIC>PIC/5 
Conference on the GMP for APIs in Canberra last September and a proposal will 
have to be submitted to the World Health Assembly in the year 2000. 

The draft guidelines specifically address labelling and certificates of 
analysis. During its Thirty-fifth meeting, the Expert Conunittee on 
Specifications for Pharmaceutical Preparations also adopted a (2}>IP text for 
pharmaceutical excipients. 

'European Pharmacopoeia (EP) 

The European Pharmacopoeia introduced a system referred to as Certification 
of suitability of the monographs of the PH. EUR in 1992. This system affirms 
that a given substance from an identified source can be suitably analysed in 
accordance with the respective EP monograph. It is based on evaluation of 
samples and Drug Master Files (OMFs). but. for the time being, is not linked 
to inspection of the manufacturing site. The list of certificates of 
suitability is regularly updated and published in Pharmeuropa, The European 
Pharmacopoeia Forum. 

European Community: * 

The EC has issued the following EC directive and corresponding guidelines for 
its implementat ion ; 

• Council Directive 92/25/EEC of 31 March 1992 on the wholesale distribution 
of medicinal products for human use 

- Guidelines on good distribution practice of medicinal products for human use 
(94/C 63/03, text with EEA relevance) 

The Guidelines contain specific sections on record keeping and also on 
counterfeit medicinal products, but they do not specifically apply to APIs. 
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The EC is revising the Directive 75/31S/EEC in order also to address 
regulation of APIs and critical excipients. A guideline for implementation of 
the revised Directive is also anticipated. 

Herth American Free Trade Agreement fNAFTA^ 

Annex 311 of the North American Free Trade Agreement (NAFTA } entitled Country 
of Origin Marking requires that the country of origin of imported active 
ingredients be displayed on the label of finished pharmaceutical products when 
these ingredients comprise 60% or more of the final weight of the product. The 
implication is that regulations on the labelling of APIs will require 
strengthening to ensure that the identity of the original manufacturer is 
never concealed- 

The reference to this was found in an Indian periodical. The Eastern 
Pharmacist (7). 

Pharmaceutical Industry 

The pharmaceutical industry has recently created the Pharmaceutical Security 
Insticuce (PSJ) referred to under the case reports section. 

Coneluaiens and raeogsaendatlonet 


There is evidence of international trade in counterfeited and substandard APIs 
and other starting materials used in the manufacture of medicines. The 
magnitude of this trade is unknown but it is certainly far greater than is 
evident from the case histories that have filtered through into the public 
domain. Most problems have been found in countries that have exerted 
themselves to investigate the situation. The range of illicit activities, even 
in highly regulated countries, provides some most telling evidence yet 
available that countermeasures are needed and that this needs to be 
coordinated on a global basis. 

The Haiti case provides a specific insight into the complexities and dangers 
of current trading practices in these materials. At least four traders (three 
of them in Europe) were interposed between the manufacturer of the starting 
material in China and the manufacturer of the dosage form in Haiti. On its 
way, the shipment passed through a European free port. Such complex movements 
coupled with lax ' and often non-existent labelling regulations - simply serve 
to obscure the true origin of the products and they compound the danger of 
substitution and tampering. They also frustrate effective investigation of 
associated commercial activities in a situation where detection is already 
remote when - as in many small companies in less developed countries - there 
'is little chance that substances will be analyzed by the end user. Public 
safety is promoted when bulk materials are purchased directly from the 
manufacturer, or, failing this, fr«n an intermediary nominated by the 
manufacturer. 

The catalogue of repeated tragedies attributed to diethylene glycol poisoning 
should serve as an incentive for legal and regulatory initiatives to improve 
the safety of'^trade in pharmaceutical starting materials. In the meantime it 
should convince traders of the need to introduce a code of marketing on a 
voluntary basis. 

The following recommendations are consonant with proposals that have emerged 
from various WHO meetings and conferences but some additional ideas are 
offered that are of particular relevance to APIs and other starting materials: 

Drug reoulatorv authorities should: 

seek to extend their regulatory mandate to manufacturers of APIs 
particularly in relation to inspection for compliance with GMP, and rigorous 
requirements for labelling and certificates of analysis for consignments 
moving in international commerce 


seek to introduce regulations that require APIs and all other starting 
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materials intended for the formulation of medicinal products to be clearly 
labelled as being 'For pharmaceutical use* or with a suitable pictograimne 

- establish within the regulatory authority a multidisciplinary group to 
investigate illicit activities promptly and professionally 


- monitor free ports more intensively and strengthen collaboration with 
law enforcement agencies including customs offices, and offices of criminal 
investigation, at both national and international level 

> seek to enact legislation that permits sequestration of assets gained 
by unlawful activity and seizure and destruction of products involved in such 
activity 

WHO should 

develop a network of technically-competent officials within national 
drug regulatory authorities with a view to ensuring timely exchange of 
information, both on cases of counterfeit and any countermeasures taken at 
national level 

> act as a clearing house for exchange of information on counterfeit 
pharmaceuticals 

- develop guidelines for the certification of APIs moving in international 
commerce 

Pharmaceutical manufacturers /wholesalers_Z_traders should 

be cautious in procurement of APIs and finished products and in 
introducing products into the distribution channel 

•> maintain vigilance in detecting counterfeiting or substitution of dosage 
forms and APIs which they produce and distribute 

- share information with regulatory authorities; this information should 
be handled with due discretion to avoid loss of confidence in genuine products 

Manufacturers of finished dosage forms in particular, should: 

- buy APIs whenever possible from the original manufacturer, or when 
through traders, insist on transparent and full documentation about origin and 
certificates of analysis 

- be aware of their responsibility and liability for assessing and 
ensuring the quality of APIs and starting materials they use, and the rigorous 
conditions (outlined in GMP) to be applied in exceptional situations when 
reliance is vested in the supplier's certificate of analysis in place of a 
full re-analysis 

To what extent all these recommendations are realistic remains to be 
discussed. The effect of additional laws and regulations depends on their 
implementation which implies increased inspection capacities requiring more 
resources. The final responsibility of the manufacturer using the API cannot 
be overstressed. He has to insist that the supplier informs him about the true 
origin of the API. Many small manufacturers in developing countries have 
little bargaining power to insist on this transparency and action needs to be 
considered with urgency. 
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The following are abstracts of open source media reports that 
mention counterfeit pharmaceuticals and related crime. The 
dates range from November, 1998 to May, 2000. This list does 
not reference every media report on counterfeiting nor does it 
contain confidential or non-media information. 

1 . (South China Morning Post, May 26, 2000) Fake malaria 
medicines flooding the Cambodian market have killed 
dozens of people in the past year, and the Government has 
done little to stop it, officials said. The fake drugs - marketed 
as the powerful malaria medicines Mefloquine and 
Artesunate, but actually of no medicinal value - had 
accounted for the deaths of at least 30 people so far this year, 
according to Dr Duong Socheath, director of the National 
Centre for Combating Malaria. The fake medicines targeted 
the poor because they were cheaper than genuine remedies, 
said Jan Rozendaal, adviser to the European Commission's 
malaria control program. "Patients go for the cheaper one. 
They think they are saving money," he said. Among the most 
high-profile victims of the faux medicines was Sam Veasna, 
head of the Government's Wildlife Protection Office in the 
northwestern town of Siem Reap. He contracted malaria 
while conducting a survey and began taking Mefloquine, or 
so he thought. Instead of getting better, his symptoms 
worsened and he fell into a coma, dying within six days. 
Health professionals say they are shocked at the cynical trade 
in ineffective drugs, which they believe are being produced 
in a neighboring country and shipped to the Cambodian 
market. 


2. (Marketletter, May 22, 2000) A lack of leadership at the US 
Food and Drug Administration and weakness in its import 
system has left the USA vulnerable to potentially counterfeit, 
substandard, contaminated or poisoned imports of bulk 
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drugs, House Commerce Committee chairman Tom Bliley 
has told FDA Commissioner Jane Henney. In a letter 
detailing nearly two years of investigations by the 
Committee, Rep Bliley says that the FDA "has little or no 
control of imported counterfeit bulks entering the USA, 
providing no meaningful deterrence to trafficking of these 
products." The letter details the case of imported gentamicin 
sulfate, particularly that supplied by Long March 
Pharmaceutical of China. From 1989 to August 16, 1994, the 
product was associated with 1,974 adverse events including 
96 disabilities and 49 deaths. The FDA issued an import alert 
on Long March's product in September 1999, but FDA data 
show 254 adverse events associated with it from May 1, 

1999, to January 1 1, 2000, including 202 serious events and 
17 deaths. "I am concerned that Long March bulk drugs 
and/or counterfeit gentamicin sulfate from China may still be 
entering the US health care system," he says. 


3. (BBC Monitoring Central Asia Unit, May 20, 2000) A large 
batch of out-of-date medicines illegally imported from 
abroad was burned in Uzbek. The medicines were illegally 
imported and are smuggled into the country. In general, they 
come by the Delhi-Tashkent route. Then they are distributed 
throughout the Regions and sold by chemists. Often these 
medicines are not suitable for their purposes. D.Nasyrova, 
head of pharmacological inspections said the counterfeit 
medicines are labeled as having been produced in Poland, 
India and Bulgaria. Government test showed the medicines 
were produced in India and did not have all the basic 
ingredients making the medicines useless. Six tons of 
illegally-imported medicines have been detained by customs 
officers over the last two years. 


4. (Africa News, May 19, 2000) South Afiican police and the 
Heath special investigating unit recently arrested a number 
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of suspects involved in the distribution of counterfeit and 
stolen medicine. Counterfeit, expired and stolen medicine to 
the value of RlOOm was confiscated. 


5. (Africa News, May 18, 2000 ) A senior official from Benin's 
health ministry, has expressed concern at the growing 
utilisation of counterfeit drugs, particularly among poor 
countries. Dr Idrissou Abdoulaye told the ongoing session of 
the World Health Assembly in Geneva that poor people buy 
these dangerous drugs because they are cheap. "Every day 
people die because of counterfeit drugs," The criminals are 
running highly sophisticated operations taking advantage of 
cross-border loopholes. Supplies, production, shipping, re- 
labeling, financing, distribution are all handled in different 
countries. 


6. (Chemical News & Intelligence, May 18, 2000) 
Pharmaceutical industry officials said they are seeking 
federal government action against a Mexican company they 
accuse of manufacturing counterfeit drugs and supplements. 
The executive director of the Association for Pharmaceutical 
Industry Investigations (AMIIF) filed a formal complaint 
with the federal Health Secretary alleging counterfeit drugs 
manufacturing and tax evasion by the single firm. The 
organization stated, "We have tested a number of these 
supposedly generic products currently on sale at pharmacies 
throughout the country and have found that are not what they 
claim to be and can cause damage to one's health." AMIIF 
warned that, according to its own independent testing, the 
substitute drugs are not chemically equal to the originals. 

7. (USA Today, May 9, 2000) Citing information in "adverse 
event" reports the FDA received from doctors and others, 
[Representative] Bliley disclosed for the first time that 49 
people may have died from 1989 through 1994 after 
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gentamicin injections. Bliley named China-based Long 
March Pharmaceutical as a problem manufacturer and 
exporter of bulk gentamicin. He says many adverse event 
reports have been linked to U.S. companies that have used 
supplies from Long March, including Fujisawa USA. A 
Fujisawa spokesman says the firm no longer makes the drug. 
The FDA issued an "import alert" last year banning Long 
March gentamicin from the USA. Evidence indicates that the 
firm's product "may still be entering the U.S," Bliley says. 
Long March didn't have an immediate comment, and the 
Chinese Embassy didn’t return phone messages. 

8. (Deutsche Presse-Agentur, May 7, 2000) A fake anti-obesity 
drug which looks like the real thing has been found on sale 
in Hong Kong. Counterfeit packets of the popular drug 
Xenical are being sold in pharmacies in the territory and a 
joint Department of Health and customs investigation has 
been launched. 


9. (The Plain Dealer, May 2, 2000 ) A 62-year-old man 
surrendered to Boston Heights police yesterday on charges 
that he sold fake Propecia and phony Viagra. He was charged 
with seven counts of aggravated theft by deception. Lab tests 
last summer revealed the pills were made of water and wax. 

10. (The Express, April 24, 2000 ) In the United Kingdom an 
inquiry has been launched by police into the availability of 
dangerous prescription drugs on the Internet. Detectives at 
the National Criminal Intelligence Service are carrying out 
the probe after doctors warned that lives were at risk. 


1 1 . (Xinhua Nes Agency, April 1 7, 2000) China will take 

effective measures to strengthen supervision over the quality 
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of medicine and stem fake products from flowing into the 
market, the State Drag Administration (SDA) announced 
here today. A sample survey of 8,501 kinds of medicine 
revealed that 754 failed to meet state standards. About 12 
percent of the drags available in drag stores or used in 
hospitals were of poor quality. 


12. (M2 Presswire, April 14, 2000) The Medicines Control 
Agency (MCA) is conducting a national operation 
throughout England to combat the illegal sale of unlicensed 
skin lightening creams. There has been a considerable 
amount of counterfeit product. There has been particular 
concern that some products contain a high level of potent 
corticosteroids that can cause asthma and make the skin 
permanently thin. 

13. (The South African Crime Pages, April 10, 2000) In South 
Africa the fake medicine scam in which a syndicate is 
selling stolen and counterfeit medicines as locally produced 
brand names is growing in leaps and bounds. Panic 
reportedly has set in at the top South African 
pharmaceutical companies whose brand names are being 
falsified and passed off as genuine products. This is 
suspected to be just the tip of the iceberg. The National 
Police Commissioner said their investigation had found the 
scam was being operated nationwide. The syndicate sells 
fake medicines from India, Pakistan and China as genuine 
South African products. All major pharmaceutical 
companies have launched their own investigations and may 
recall some of their products once the damage is known. 
Pharmaceutical companies are also concerned about the 
repackaging of expired medicines bearing their labels. 
Police have estimated pharmaceutical companies may have 
lost billions of rand through the scam in the last six years. 
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The syndicate was also linked to the hijacking of trucks 
distributing medicines in South Africa. The medicines were 
repackaged and re-routed to pharmacies. Machines used for 
weighing and counting pills and capsules were seized at the 
premises. Police also confiscated stickers, labels and 
pamphlets bearing South African pharmaceutical brand 
names. 


14. (Deutsche Presse-Agentur, March 29, 2000) In Vietnam ten 
persons received sentences of up to 20 years in prison for 
producing and trading over 600,000 units of fake Viagra and 
other drugs. The counterfeits, which included fake 
ampicillin and the Aids treatment drug AZT, were made 
from a mixture of cassava starch and anti-mould powder and 
were sold in several southern provinces. 

15. New York Times, March 21, 2000) Federal officials said that 
they had, for the first time, shut down foreign Web sites 
involved in the fast-growing business of selling prescription 
drugs over the Internet to American consumers. Agents of 
the United States Customs Service joined Thai authorities in 
raiding online pharmacies based in Thailand, which officials 
say is a major overseas source of powerful steroids, 
tranquilizers and other drugs that can be bought in the United 
States only with a prescription. Twenty-two people were 
arrested in Thailand and accused of violating Thai drug laws 
and export laws. Six people were arrested in Albany, New 
York, accused of buying drugs from a Thai online pharmacy. 
Federal officials said they were concerned about dmgs 
imported from dozens of online pharmacies in Mexico, 
Switzerland, Britain, New Zealand and elsewhere. It is 
unclear whether those countries will cooperate with 
American investigators. In 1999, the Customs Service 
seized 9,725 packages with prescription drugs mailed to the 
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United States — about 4.5 times as many as in the previous 
year. In the last six months, customs agents in New York, 
Los Angeles and Washington have seized more than 2,600 
parcels of prescription drugs bought from Internet 
pharmacies in Thailand. Customs officials said the Thai 
pharmacies filled Internet orders with drugs obtained from 
what appeared to be a legitimate pharmacy in Bangkok. 
Employees took orders from the Web site, addressed 
envelopes, wrapped the drugs in newspaper and stuffed them 
inside greeting cards. Employees hid dmgs in hollowed-out 
books, picture frames and jigsaw puzzle boxes, before 
shipping them to the United States, Germany, France and 
Japan. Parcels were sent by mail with no return addresses. 
The drugs were potentially dangerous because the controls 
over quality were lax. "A lot of this stuff is being cooked up 
in somebody's back room in Thailand," The dmgs from 
overseas may be laced with all sorts of contaminants. 

1 6. (Scrip, February 25, 2000) The Italian police are 

investigating the on-line sale of stolen pharmaceuticals. 

Since the end of last year, the Carabinieri antifraud squads 
(NAS) have been on the trail of Internet sites offering 
pharmaceutical products stolen from various locations 
around Italy. In one incident, an armed gang tied up staff in a 
warehouse near Rome and made off with some Lit5 billion 
($2.5 million) worth of pharmaceuticals. Such robberies, as 
well as attacks on pharmacies and lorries carrying ■ 
pharmaceuticals, are not uncommon in Italy, with the 
products generally being passed on to compliant pharmacists 
for resale. But now those involved are realizing the potential 
of the Internet as a medium for recycling stolen products. 

The NAS are also thought to be investigating suspicions that 
counterfeit and date-expired products are being offered for 
sale over the Internet. 
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] 7. {Africa News, February 22, 2000) Economic liberalization is 
to blame for the proliferation of unregistered drugs in the 
local market, a cabinet minister says. He said this has led to 
unscrupulous businessmen bringing in unregistered and 
counterfeit drugs into the local market. 

18. (Agence France Presse, February 15, 2000) China's 
government, struggling to bring its wild-west pharmaceutical 
market under control, has banned Internet sales of medicine 
over safety concerns. The State Drug Administration (SDA) 
will temporarily prohibit sales of medication on-line. The 
administration acknowledged the country's pharmaceutical 
trade was "chaotic," with counterfeit and low-quality drugs 
common on the market, and warned e-commerce could allow 
illegal business to worsen. 

19. (Business World, February 4, 2000) The Department of 
Health in the Philippines now has credibility problems when 
patients of public hospitals and clinics realized that the cheap 
or free antibiotics and cough preparations that came from 
government hospitals seldom worked or worked very poorly. 
Physicians and patients also know that the proliferation of 
fake, misbranded and adulterated medicines is of epidemic 
proportions more in the government hospitals than in the 
private ones. 

20. (AFX European Focus, February 1, 2000) The number of 
fake medicine products on the Russian market increased by 
over 20 percent in 1999, the financial daily Vedomosti 
reported, citing official figures from the Russian ministry of 
health. The problem is not restricted to the most well known 
and effective products, it quoted Aleksandr Arzamastsev of 
the academy of medicine in Moscow as saying. 
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2 1 , {Agence France Pre.ise, January 21, 2000) Fake medicines 
are public health scourge in Congo. A burgeoning trade in 
contraband or outdated drugs is endangering public health in 
the equatorial African state of Congo, where authorities seem 
incapable of stamping out the traffic. 

22. (AFX News Limited, January 18, 2000) The Chinese 
authorities have punished 132 companies for making and 
marketing bogus and substandard medicine, the China Daily 
reported. The businesses, which include manufacturers, 
sellers and hospitals, were found to be using fake medicines 
during a three-month investigation by the state drug 
administration, the China Daily said. The administration 
tested 8,350 batches of medicine from those companies and 
found nearly 7 percent were fake or substandard, SDA 
officials said. 


23. (The Independent, December 27, 1999) In Bangladesh the 
local pharmaceutical companies are facing a serious 
challenge in as the market here is flooded with lower quality 
and cheaper smuggled Indian medicines and pesticides. 
According to sources, some of those drugs have been 
produced by fake medicine producers. Consumers are facing 
a serious threat due to the consumption of these medicines 
and pesticides. According to different sources, the smugglers 
can deliver inferior quality Indian medicines and pesticides 
within 24 hours of getting orders. The smugglers also found 
it easy to carry medicines in place of heavy goods from India. 
These low-quality medicines are not being prescribed by 
doctors in India itself Sometimes the date expired smuggled 
medicines are updated with new expiry dates. Ranitidine, 
Femotidine, Canesten-V and other essential drugs are 
smuggled into the region. 
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24. (Agence France Presse, December 21, 1999) A growing 
racket in fake drugs must be halted with tougher legislation, 
India's health minister told parliament. Health and Family 
Welfare Minister N.T. Shanmugam told the upper house that 
operators making quick and illegal profits by duplicating 
leading pharmaceutical brands posed a huge health risk. 

25. (The Oil and Gas Journal, November 29, 1999) Some of the 
pharmaceuticals that are available locally in states close to 
the Former Soviet Union are of dubious quality and origin. 
Many of the drugs are from the Former Soviet Union and 
often preparations that western physicians and patients are 
unfamiliar with. Also, there are counterfeit pharmaceuticals. 

26. (Agency WPS, October 22, 1999) Russia is now under an 
avalanche of fake drugs. For the first 9 months of the year 
the Volgograd quality control and analysis laboratory 
declared 22 drugs brought to the region unfit for use. "This is 
too much", said the director of the regional Certification and 
Quality Control Center L. Kolesnikova. Besides, the flow of 
fake drugs into the region is increasing. 

21 . (Federal News Service, October 21, 1999) 

PREPARED TESTIMONY OF JAMES A. DAHL BEFORE 
THE HOUSE COMMITTEE ON THE JUDICIARY 
SUBCOMMITTEE ON COURTS AND INTELLECTUAL 
PROPERTY, SUBJECT - HEARING ON HR 2100, THE 
"ANTITAMPERING ACT OF 1999" In a FDA/OCI 
investigation counterfeit versions of a drug commonly 
prescribed to AIDS patients was found in commercial 
distribution channels. The code numbers and packaging were 
fraudulent and counterfeit, although the drug itself is believed 
to have been from a long outdated batch rejected years ago by 
the manufacture for quality reasons. In this case it is believed 
the criminals "invented" fraudulent code numbers for 
consumer packages. In other cases expensive prescription 



212 


[devices] used for the treatment of AIDS and other serious 
illnesses frequently surface in packaging bearing fraudulent 
code numbers. In many cases these drags have been stolen 
from pharmacies, hospitals, commercials shippers, and 
warehouses. In some instances the drags are believed to have 
originated in other countries where they are often produced in 
unknown, unregulated or possibly unsanitary environments. 
These criminals typically apply bogus code numbers to the 
packaging to extend the life of the drug and to cover up the 
true source of the product. [Additionally], an undercover 
FDA/OCI investigation in New York involved wholesale 
purchases of expensive fertility drags. Fraudulent code 
numbers appeared on the counterfeit packaging containing 
these injectible products. 

28. (AP Worldstream, October 18, 1999) Bogus malaria 
medication is being sold in Cambodia, threatening many of 
the 80,000 infected people here, health officials. "It is not 
poisonous," said Dr. Duong Vichet, director of the 
Cambodian Center for Combating Malaria, "but instead of 
getting cured, patients can quickly die because their health 
continues to worsen." Low-priced versions of anti-malarial 
medicines Mefloquine and Aitesunate were recently found to 
be fakes packaged in bottles nearly indistinguishable from 
those used for the real medicine, he said. 

29. (Africa News, October 6, 1999) Pharmaceuticals from India 
have earned a bad reputation in Tanzania where patients are 
giving them a wide berth reportedly because of their debased 
and at times suspect quality. A Dr. Ngiloi, surgeon at the 
Muhimbili Medical Centre in Dar es Salaam , testified that 
many patients reject India-manufactured drags because of 
their bad reputation and because they w'ere too cheap to be 
trusted to cure disease. "There have been cases where drugs 
ordered from India arrive with black spots, or bad smell: In 
case of capsules, they may arrive melted or virtually empty," 
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Dipen Shah of the Tanzania Pharmaceutical Manufacturers 
Association said. He claimed that there have been cases 
where capsule drugs were stuffed with cassava flour instead 
of the necessary pharmaceuticals. India boasts of up to 
20,000 pharmaceutical manufacturing industries and 
Tanzanians say the number is too big for the government of 
India to control them effectively. 

30. (Africa News, September 28, 1999) All registered 
pharmacies will display a new emblem as a first step in 
curbing the proliferation of unregistered drug shops in 
Kenya. The head of the Green Cross project says they have 
been forced to introduce the new sign emblem by the 
proliferation of unregistered pharmacies selling counterfeit or 
stolen medicines. 

3 1 . (Birmingham Post, September 23, 1999) In the United 
Kingdom arrests have been made after police smashed what 
they believe to be a multi-million pound smuggling ring to 
import fake Viagra from India. Detectives believe the tablets 
were to be sold as Viagra and the packaging would also be 
mimicked to create the illusion that the tablets were genuine. 

32. (Bangkok Post, September 13, 1999) Concern has been 
raised over the increased smuggling of fake medicines in 
provinces on both sides of the Thai-Cambodian border. The 
issue was discussed at yesterday's joint meeting of Thai and 
Cambodian health authorities at the national, provincial and 
local levels. The counterfeit drugs did not contain active 
ingredients as specified on their labels. Food and Drugs 
Administration secretary-general Mongkhol na Songkhla said 
Thailand has sought assistance from the World Health 
Organisation in combating counterfeit drugs, most of which 
are observed to be coming from countries outside the Asean 
region. The use of substandard drugs has been one of the 
main causes of drug-resistant malaria along border areas. 
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33. (Africa News, September 3, 1999) In South Africa 
pharmaceutical companies are now using their own security 
guards to prevent theft. Two Cape Town pharmaceutical 
wholesalers have been raided and stock believed to have 
been stolen seized in the latest round of an on-going battle 
against rampant medicine crime that is estimated to cost the 
industry close on R2 -billion a year. Medicine destined for 
state hospitals will now also be packaged exclusively, 
different from that intended for the retail market, in an effort 
to address overwhelming theft from hospitals and clinics. 

One company said the company was employing its own 
investigators in an effort to safeguard business. Special foil, 
although more expensive, that was more difficult to copy is 
now being used as packaging. Hospitals and airports were 
two areas where dmgs were illegally re- routed. Generic and 
parallel imports were routinely repackaged and stocked past 
its sell-by date. Manufacturer excess and bulk loose tablets or 
capsules were also stolen and packed for sale. International 
estimates are that as much as 7% of all medicines on 
pharmacy shelves worldwide are counterfeit. About 60% of 
all pharmaceuticals on the Nigerian market are believed to be 
counterfeit - some made locally and some imported. 

34. (Xinhua News Agency, August 29, 1999) Tanzania is getting 
tough on fake or substandard pharmaceuticals, mostly from 
India, in an effort to safeguard people's health. The ministry 
of health was registering all pharmaceuticals and started to 
send full-time drug inspectors to all major ports in a bid to 
curb the entry of fake or substandard ones. The move comes 
after a number of medical practitioners and the public 
complained that some imported drugs were ineffective. Most 
complaints were directed at drugs made in India. The influx 
of fake pharmaceuticals has been an issue of concern of the 
Pharmacy Board. The Indian high commissioner to Tanzania, 
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said earlier this week that drugs from India were used 
worldwide and consumers need not worry about the 
manufacturing processes. He said the United States 
purchases about 35 percent of Indian made pharmaceutical 
products while European countries buy another 25 percent to 
35 percent. 


2,5. (Africa News, August 9, 1999) In Nigeria multinational drug 
manufacturers find it difficult to tell their drugs from the 
fake. Counterfeiters compromise standards by reducing the 
active ingredients in the medicine. Counterfeiters go to the 
Far-East countries like Taiwan and approach a manufacturer 
with the genoprototype of a particular drug produced in 
Nigeria and say, 'look, produce this drug for me but reduce 
the active ingredients by 30 per cent. Let the batch number, 
pack and everything be the same.' These are then mixed with 
the original in circulation. This is how big-time faking goes 
on in Nigeria. 

36. (Africa News, July 21, 1999) The Malawi Pharmacy, 
Medicines and Poisons Board has issued a warning that the 
country has been flooded with fake drugs which pose a threat 
to life. The fake medicines include pain-killers like Cafemol 
with labels of Pharmanova Zambia, Norol and Panadol and 
Tanzania Asprin from Mansoor Day a Chemicals and Shelys 
Pharmaceuticals and Parapain capsules from as far as India. 


37. (Chemical Business Newsbase, July 20, 1999) Fake 
medicines and drugs including Ecstasy pills and raw 
materials, have been seized in raids in Malaysia. Also seized 
during the raid were illegal cough mixtures, fake eye drops 
and imitation paracetamol tablets. The raid recovered 
grinding machines, moulds, ovens and raw materials used to 
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produce the pills and medicine. About 5kg of raw materials 
were found at the scene, enough to make one million pills. 

38. (Agence France Presse, July 16, 1999) Indian drug 
manufacturers have launched a campaign against fly-by-night 
operators making quick and illegal profits by duplicating 
leading pharmaceutical brands. In India these fake medicines 
are made without any drug content — by merely copying the 
size, color and shape of the dosage and package. 

39. (Marketletter, June 14, 1999) A recent inspection of state- 
owned and private pharmacies, hospitals and outpatient 
clinics in the Tajikistan capital of Dushanbe has found that a 
number of illegal factories producing fake medicines, which 
are then sold in large quantities by local pharmacies. There 
are now numerous criminal cases against heads of 
pharmacies responsible for selling fake medicines, but many 
of them have not been carried through to their conclusion. 
Some pharmacies which were closed by the law enforcement 
agencies are still continuing to operate. 

40. (Africa News, April 30, 1999) The National Medical Stores 
(NMS) at Entebbe has banned import of catheters from India, 
saying they are substandard. Counterfeit drugs are on the 
increase, largely from India," a Mulago hospital doctor said. 


41. (Marketletter, March 15, 1999) Lower prices and fewer 
regulations, resulting in easy patient access to prescription 
drugs in Mexico, are drawing US consumers away from 
American pharmacies, according to a study by Marvin 
Shepherd, director of the Center for Pharmacoeconomics at 
the University of Texas' College of Pharmacy in Austin. 
Several other studies have reported 25% of US residents who 
enter Mexico as tourists buy pharmaceuticals, and that 61% 
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traveling to Mexico to purchase medicines do so primarily 
because of price differences. It is not uncommon for 
commercial pharmacies in Mexico to dispense them without 
a prescription. In some cases, the report also noted, drugs 
produced in Mexico have been found to be counterfeit. 

42. (FT Asia Intelligence Wire, November 27, 1998) Self- 
medication is a way of life for Malaysians but the question 
that remains to be answered is, how safe and effective is this 
over the counter treatment. Dr.S.T. Han, regional director of 
World Health Organisation (WHO) for Western Pacific 
Region, said counterfeit drugs ranging from well-known 
brands to sub-standard drugs with or without active 
ingredients, were an increasing problem. "It represents a 
particular problem for self-medication because public finds it 
more difficult than prescribers, pharmacists and other drug 
sellers to identify such drugs," he said. 
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Benin Expresses Concern Over Counterfeit Drugs 

BYLINE: Panafrican News Agency 

BODY: 

Dakar, Senegal (PANA) - A senior official from Benin’s health ministry, has expressed 
concern at the growing utilisation of counterfeit drugs, particularly among poor countries. 

Dr Idrissou Abdoulaye told the ongoing session of the World Health Assembly In Geneva 
that poor people buy these dangerous drugs because they are cheap. 

"Every day people die because of counterfeit drugs,” Abdoulaye was quoted by a World 
Health Organisation news release as telling the five-day assembly, which ends Friday. 

He did not give an exact death toll but said the number of people using such drugs was 
high: "How many? We'll never know. But they keep buying these dmgs because they're 
cheaper," he added. 

Dr Yasuhiro Suzuki, WHO executive director in charge of Health Technology and 
Pharmaceuticals, said "fighting this global problem puts an additional burden on health 
systems that are often already over-stretched." 

He added "no country is immune from the threat of counterfeit drugs but those with 
weakly regulated pharmaceutical markets suffer most." 

The discussion on the multi-faceted problem attracted many senior health officials, 
representatives of non-governmental organisations, pharmaceutical industry, as well as 
Interpol. 

The criminals are mnning highly sophisticated operations taking advantage of cross- 
border loopholes. 

Supplies, production, shipping, re-labelling, financing, distribution are all handled in 
different countries. 
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The most common way of describing counterfeit drugs in customs forms is to deciare 
"harmless pharmaceutical substances of no commercial value," Guy Woods of the Lacuna 
Research Ltd explained. 

The Phiiippines has made a start in deaiing with the problem by adopting a special law 
on counterfeit drugs in 1996, which facilitates random sampling and monitoring of drug 
quality in pharmacies and hospitals. 

It also imposes heavy penalties for offenders: from six months to life imprisonment along 
with a hefty 25,000 US dollars fine. 

Nazarita Lanuza, head of the country's Food and Drug Bureau, said, however, that the 
problem can only be curbed if many countries co-operate. 

”We need co-operation with WHO. This fight is a co-operative undertaking. We cannot 
do it aione," she said. 

One of the identified hitches was the iack of common definition of what constitutes 
counterfeit drugs. 

in some countries production of counterfeit drugs is described as fraud while in others 
the term is "production of counterfeit substances.” 

As a result, even Interpol would not have a unified database. There is an urgent need for 
closer co-operation between law-enforcing agencies, legisiative bodies and 
pharmaceutical industry. 

"A deadly combination of demand for cheap drugs and fat profit margins makes 
counterfeit drugs irresistibiy attractive to greedy criminals," Suzuki commented. "Clearly, 
there is an urgent need for action if unnecessary human suffering is to be stopped." 

To further support efforts by countries to combat this probiem, a working group has been 
estabiished with WHO, International Federation of Pharmaceutical Manufacturers 
Associations, international Generic Pharmaceuticals Alliance, World Self-Medication 
Industry and Pharmaciens sans Frontieres (Pharmacists Without Borders). 
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HEADLINE: New DoH rules pave way for parallel drug imports 
BODY: 

The Department of Health (DoH) has amended the implementing rules and regulations 
(IRR) of Republic Act 8203 or Counterfeit Drug Law, lifting legal restrictions on parallel 
Importation of drugs and other pharmaceutical products. 

The DoH amended Rule 1 Section H of the IRR which classified parallel imported drugs 
as "counterfeit." The DoH deleted the IRR provision which states that: "If the unregistered 
imported drug product has a registered counterpart brand in the Philippines, their product 
shall be considered counterfeit." 

Health Secretary Alberto G. Romualdez. Jr. said the amendment would now allow 
parallel Importation of drugs. Parallel importation of drugs has long been eyed by the 
Health department as a measure to lower drug prices in the country. 

Two public hearings were held last January 17 and 20 regarding the proposed 
amendment to the IRR. 

This provision essentially is an obstacle to parallel import. So by amending this, it 
makes possible parallel imports, without violating the iaw on counterfeit drugs," Mr. 
Romualdez told newsmen during a briefing at the DoH compound in Sta. Cruz, Manila. 

Despite the new rules, Mr. Romualdez said not everybody can engage in paraliel 
importation. The issue on who will be allowed to engage in parallel Importation of drugs, 
he said, still needs further discussions with the Department of Trade and Industry and 
drug suppliers. 

Mr. Romualdez also admitted that both foreign and local pharmaceutical companies 
have raised opposition against parallel importation of drugs. He said these companies 
claimed that paraliel importation would violate the Intellectual Property Code; the Food, 
Drug and Cosmetics Act; and even the Generics Law. 
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However, Mr. Romualdez said the issue the amendment addresses is "not parallel 
importation per se but rather the principle that counterfeit drugs must be something that is 
talagang bulok (really lacking in quality)." 

"Basta pareho ang brand (provided that the brands are the same) and the brand comes 
from a supplier that is accredited by the owner of the brand, then it should not be classified 
as counterfeit," Mr. Romualdez said. 

Should sanctions be imposed on sale of these drugs, the sanctions should not be those 
provided for in the penal provisions of the counterfeit drug law, he said. 

Copyright 2000: BusinessWorld (Philippines). All Rights Reserved. 
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HEADLINE: More sub-standard medicines spread In worldwide traffic 
BYLINE: Catherine Rama 
DATELINE: GENEVA, May 19 
BODY: 

More poor quality or counterfeit medicines are being traded across the world, 
participants at a World Health Organisatbn (WHO) conference were told this week. 

According to the latest figures, 771 cases of counterfeit medicines were reported to the 
WHO up until April 1 999. Of 325 of the cases which have been reported on, 59 percent 
contained no active molecules, 17 percent were incorrectly mixed, 16 percent contained 
other products and only seven percent contained the con-ect mixture of the appropriate 
drug. 

The WHO began a campaign two years ago to help member states to fight counterfeit 
medicines in partnership with the pharmaceutical industry, saying that use of the 
counterfeits could be fatal. 

It cited the 1995 case of some 2,500 people who died in the west African state of Niger 
after being inoculated with a fake vaccine against meningitis. 

In the same year 89 people died in Haiti after swallowing doses of a cough mixture 
made of paracetamol and glycol, a toxic chemical used as an anti-freeze in automobile 
cooling systems. 

But a WHO document said that information on the problem was insufficient, adding that 
no worldwide study was being carried out on the problem. 

"We lack information for our data bank,” said Michael Holstein, a counterfeit drug 
specialist with Interpol. He called for a "structured regional approach" involving 
governments, industrialists and non-governmental organisations, plus an information 
campaign to the public. 
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Doctor Ma^arit Den Boer, a member of the Netherlands section of Medecins Sans 
Frontieres (MSF - Doctors Without Borders), criticised those multinationals which 
marketed dnjgs under the same name but of differing qualities, depending on their 
destination - developing countries or the developed world. 

Doctor jean-VvesVideau, of the Medico-Pharmaceutical Humanitarian Centre based in 
Clermont-Ferrand, central France, carries out between 350 and 400 analyses a year. 

He said he had been surprised to find that basic inputs were of increasingly uncertain 
origin and that quality was declining. 'The purer it is, the dearer it is," he said. 

He insisted that the dosage of ingredients should be scrupulously respected, especially 
in the case of antibiotics where under-dosing could build up resistance among patients. 

Den Boer blamed the increased trading in counterfeit doigs on ineffective iegisation in 
developing countries. 

MSF believes that the fight against fake dnigs should be encouraged by the 
manufacture of generic medicines in the developing countries, with introduction of strict 
regulation of drugs, with technical assistance from the WHO. 

Nazarita Lanuza, of the Philippines, cited the case of her own country which adopted 
strengthened legislation in 1966. 

Offenders can now be sentenced to jail terms ranging from six months to life while 
maximum fines were hiked from 125 dollars (140 euros) before 1996 to 25,000 dollars. 

"in spite of this, fake drugs are continuing to proliferate," she said. "We need full support 
from governments, the police, customs services and the industrial sector to take effective 
Joint action," she said. 

cr/agv/sw 
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HEADLINE: Counterfeit stroke medication sold over border in locally-made packaging 

BYLINE: ALISON SMITH 

BODY: 

Stroke victims are being sold totally ineffective counterfeit medication on the mainland 
through a syndicate using Hong Kong packaging. 

The genuine manufacturer of the intravenous dmg Cerebrolysin, Health Care 
Pharmaceuticals (China) Ltd, instigated a private investigation that led to the conviction of 
Lai Shu-lam, whose Forest Offset Printing Co provided thousands of printed packages and 
instruction leaflets for the fake drug. 

Lai was ordered yesterday to pay a $30,000 fine or face two weeks' jail for contempt of 
court by Mr Justice Wally Yeung Chun-kuen at the Court of First Instance. 

The Judge agreed Lai had failed to hand overstocks of the packages and documents 
which the manufacturers hoped would lead them to a mastermind in the syndicate. 

Acting on a tip-off. Health Care Phamnaceuticals (China) Ltd obtained a court order 
against Lai in September ordering him to reveal the names of others involved and to hand 
over any counterfeit goods or documents relating to the daig's production. 

Lai said a "walk-in" customer called Mr Cheng had paid a deposit for about 200,000 
packages and he had no idea how to contact him. 

Investigations revealed Lai had hundreds of counterfeit instruction leaflets in a desk 
drawer, that he understated the order and that he had fulfilled another onler - altogether 
totalling 340,000 boxes - which he did not disclose to the court. 

The judge ordered Lai to pay costs of the action along with the $30,000 fine. 

Health Care Phamnaceuticals (China) Ltd managing director George Cautheriey said: 
"We've seized three different counterfeit formulations - none of which contained the proper 
product." 
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HEADLINE: Raids seize fake drugs - Tyneside haul worth millions 

BYLINE: by Angela Upex Crime Reporter 

BODY: 

COUNTERFEIT drugs with a street value of millions of pounds have been seized. 

Officials from the Medicine Control Agency assisted by Northumbria Police carried out 
an operation in Tyneside and other parts of the North-East. Detectives from the Crime 
Team South and the agency, which investigates unlawful activity involving medicines, 
have been investigating the supply of counterfeit dmgs to body builders across the region. 

Officers executed search warrants at commercial addresses and homes in Byker, 
Team Valley, Heworth, East Boldon and Newcastle City centre. 

They seized huge quantities of injection phials, boxes and labels purporting to be a 
prescription-only drug. It is believed the drug is Nebain, which is a steroid-rich drug used 
in general medicine, known to be abused by bodybuilders to build up muscle. 

The haul is the biggest seized by the Medicine Control Agency, according to police. 

The agency's primary function is to safeguard public health by ensuring that all 
medicines on the UK market meet appropriate standards of safety and quality. 

Officers said last night that one entire office had been filled from floor to ceiling with 
boxes of the drugs and medicines which are believed to have been illegally manufactured 
in the region. 

During the operation two men were arrested for allegedly conspiring to produce a 
controlled drug. 

They have both been released on bail pending further inquiries and analysis of the 
seized materials. 
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Last month detectives arrested five people after finding thousands of steroids and 
prescription drugs at a house in North Shields. They are suspected to have been illegally 
imported for selling across the region. 

Police found 18,000 diazepam tablets and 5,000 steroids. 

They also discovered 58,000 ephedrine tablets, a performance enhancing drug banned 
by sports organisations. 

A Department of Health spokeswoman said she could not comment on details of the 
latest case because the investigation was still continuing. 

She said: "We can confirm that there has been a joint Northumbria Police and Medicine 
Control Agency investigation involving the production of unlicensed medicinal products," 

Bodybuilders who routinely misuse bodybuilding steroids risk serious effects on their 
health. 

Many body-builders believe these substances will help them to be faster or stronger and 
help to achieve maximum performance. 

However, they can cause health problems which include malfunctioning of the liver, 
kidneys and heart. 
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BODY; 

A lack of leadership at the US Food and Daig Administration and weakness in its import 
system has left the USA vulnerable to potentially counterfeit, substandard, contaminated 
or poisoned imports of bulk drugs. House Commerce Committee chairman Tom Bliley has 
told FDA Commissioner Jane Henney. 

In a letter detailing nearly two years of investigations by the Committee, Rep Bliley says 
that the FDA "has little or no control of imported counterfeit bulks entering the USA, 
providing no meaningful deterrence to trafficking of these products." 

The letter details the case of imported gentamicin sulfate, particularly that supplied by 
Long March Pharmaceutical of China. From 1989 to August 16, 1994, the product was 
associated with 1 ,974 adverse events including 96 disabilities and 49 deaths. The FDA 
issued an import alert on Long March's product in September 1999, but FDA data show 
254 adverse events associated with it from May 1 , 1 999, to January 1 1 , 2000, including 
202 serious events and 17 deaths. 

"I am concerned that Long March bulk drugs and/or counterfeit gentamicin sulfate from 
China may still be entering the US health care system," he says. 

Following the letter's publication, FDA Center for Daig Evaluation and Research director 
Janet Woodcock told Reuters Health that the agency had the gentamicin issue under 
control. Imports of all drugs from Long March have been halted, and there have been no 
further adverse events associated with its gentamicin, she said. While agreeing that the 
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agency should do more in this area, she noted its limited resources and probiems 
associated with inspecting foreign firms. The globaiization of the pharmaceutical industry 
had posed a real chailenge in this area, she added. 
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SOURCE: Chemical News & Intelligence 

BYLINE: Joe Kamalick 
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BODY: 

Pharmaceutical industry officials said Thursday they are seeking federal government 
action against a Mexican company they accuse of manufacturing counterfeit drugs and 
supplements. 

Ratoel Gual Cosio, executive director of the Association for Pharmaceutical Industry 
Investigations (AMIIF), told CNI Thursday his group has filed a formal complaint with the 
federal Health Seaetary alleging counterfeit drugs manufacturing and tax evasion by the 
single firm. 

Gual said: 'YVe have tested a number of these supposedly generic products currenfly 
on sale at pharmacies throughout the country and have found that are not what they claim 
to be and can cause damage to one's health.' 

AMIIF said the drugs, including those sold under the names Acylovin, Naproxen and 
Flunarizina, are being sold in more than 200 retail outlets throughout Mexico at prices up 
to 75% cheaper than the brand-name products they duplicate. AMIIF warned that, 
according to its own independent testing, the substitute drugs are not chemically equal to 
the originals. 

Gual said AMIIF also has called on the consumer affairs group, Profeco, to investigate 
these products. 

Gual said: This is not just about commercial toss within the industry. This is about the 
destruction of product Image and a public health risk.” 
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DuPont Pharmaceuticals has filed a patent infringement lawsuit with the Mexican 
Institute of industrial Property against Syncor de Mexico, a subsidiary of Syncor 
International, DuPont announced Tuesday. 

No one from Woodland Hills, California-based Syncor was immediately available for 
comment. 

DuPont filed its suit on 17 June after gathering evidence during several months of 
investigation and product testing, according to DuPont. The suit charges that Syncor 
has engaged in the illegal purchase and sale of DuPont's heart imaging agent, 
Cardiolite, in Mexico, Including the purchase and sale of counterfeit Cardiolite not 
manufactured by DuPont. 

The Mexican government Is conducting an ongoing investigation into the matter, 
according to DuPont. 

"VJe are extremely disappointed that Syncor apparently has betrayed our taist by 
trading in counterfeit Cardiolite in Mexico," said William DeLorbe, executive vice 
president of DuPont Pharmaceuticals' medical imaging division in North Billerica, 
Massachusetts. 

DuPont said Syncor has been its preferred distributor of Cardiolite in designated 
areas of the US since 1994. 
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Mr. Upton. Copies are provided to the witness as well. 

Some of the FDA internal documents reveal that over the last 
few years key FDA officials believe counterfeit imported bulk drugs 
to be associated with deaths and other serious adverse events in 
American patients. This is the first time many of these documents 
have come to light. 

The international community is also increasingly concerned. Just 
last month, the World Health Organization and international phar- 
macists and international drug manufacturers publicized their con- 
cerns about counterfeit drugs. Some have estimated that 50 to 70 
percent of the drugs in some developing countries are counterfeit. 

It would be wrong to assume that the U.S. is immune to the doc- 
umented counterfeiting in international pharmaceutical trade. The 
World Health Organization and some industry analysts estimate 
that about 5 to 8 percent of drug products shipped to the U.S. are 
counterfeit, unapproved or substandard. 

Counterfeit bulk drugs are ingredients in human prescription 
drugs which are deliberately and fraudulently mislabeled or mis- 
branded with respect to its identity or source. Without knowledge 
of the source, there is no product history. Without product history, 
the safety and efficacy of the product cannot be assured because 
there is no information about impurities, the age, the storage, the 
manufacturing environment or even the synthesis of the product. 

It is extremely difficult to detect counterfeit bulk drugs because 
there is no single chemical test for all impurities that may be in 
the product. 

Counterfeit bulk drugs can represent a serious threat to the pub- 
lic health. A bulk quantity of as little as 50 kilograms can be used 
in the production of millions of tablets or capsules. Therefore, only 
one counterfeit bulk that contains an impurity or is synthesized im- 
properly could cause immediate death or injury to numerous peo- 
ple. 

The result of a counterfeit could be that the medication will not 
be as effective or could produce a long-term disease or injury. For 
example, these pictures being shown over here to the right show 
the differences at a microscopic level between the authentic drug 
and the counterfeit drug. The difference in this case lies in the par- 
ticle size. Such a difference in the particle size could mean that the 
drug doesn’t get absorbed into the blood stream and therefore 
doesn’t work. 

There is still much we do not know about the public health 
threat. The FDA has not made any public health assessment of the 
issue. Even if the FDA attempted such an assessment, the FDA 
has no ability to make an assessment with its current data. 

In its March 5, 1999, letter to Congressman Klink and myself, 
the FDA stated that it does not collect data to assess the amount 
of unacceptable or adulterated active pharmaceutical ingredients 
shipped to the United States from foreign sources. 

With what information the FDA does have, the FDA has linked 
counterfeit or unapproved bulk drugs to deaths and other adverse 
events in the United States. Last year, when FDA’s Forensic 
Chemistry Center conducted a focused, in-depth study of just a 
handful of Chinese drug imports, evidence was uncovered which led 
in part to targeted inspections, resulting in an import alert for one 
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plant and warning letters for two other plants. We know we are 
seeing only the tip of the iceberg. 

Lured by high prices and potential profits in the United States, 
counterfeit bulks can get into our prescription drugs in several 
ways: one, as imported ingredients to the U.S. manufacturers; two, 
as imported ingredients to pharmaceutical compounders; and three, 
as source ingredients for Internet pharmacies marketing to the 
United States. 

The counterfeiters use sophisticated methods, such as preparing 
false labeling, containers, seals and certificates of analysis, or using 
a manufacturing process that differs from the filed manufacturing 
process. 

Here are two examples; the first example involves three pictures. 
The first picture shows a document dated around 1989 from an in- 
dustry consultant, laying out a scheme to market unapproved Chi- 
nese trimethoprim under the approved label of a German company. 

The second picture shows that the signature from the first docu- 
ment belongs to Dr. Jose Gomes. 

The third picture shows that Dr. Gomes, in 1999, was the con- 
sultant for Long March Pharmaceutical, the firm that made 
gentamicin sulfate that I talked about a little bit earlier. 

The second example is a diagram of how a drum of bulk drugs 
shipped to Australia was counterfeited. A layer of authentic drug 
on the top, milled sugar in the next layer, followed by a layer of 
authentic drug, et cetera. 

The public policy implications are enormous. Public health is 
threatened by unapproved, substandard or counterfeit bulk drugs. 
Counterfeits could have direct impact on the integrity of the ad- 
verse drug event report system. Counterfeit bulk drugs not only 
hurt patients but defraud Medicare and Medicaid programs that 
pay for these drugs as if they are authentic. 

There is also speculation that an unknown influx of counterfeit 
unapproved drugs is leading to more drug and chemical allergies 
and more antibiotic resistance. 

Even after years of plans and recommendations from internal 
working groups, the FDA remains largely unable to detect or con- 
trol imported counterfeit bulk drugs from entering the U.S. The 
FDA has not worked with the Customs Service to investigate im- 
ported counterfeit bulk drugs since 1996 and, as far as I know, 
does not have any ongoing criminal enforcement action or even a 
known strategy to deter or prevent crimes connected to counter- 
feiting bulk drug imports. Instead, the FDA relies on a regulatory 
system of inspections, import policies and post-marketing surveil- 
lance. 

However, the FDA’s testimony on this system is not great. To il- 
lustrate this point, here are some direct quotes from the docu- 
ments. 

“The agency is hindered by not having a complete list of foreign 
facilities manufacturing drugs products for the United States.” 

That’s not acceptable. Those are my words. 

“We still don’t have systems that can effectively and efficiently 
communicate across the agency or readily provide field staff with 
critical information.” 

Again, that’s not acceptable. 
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“The drug listing data base also does not interface with OASIS, 
which would assist import officers by automatically comparing 
manufacturers and listed pharmaceutical products to products of- 
fered for importation.” 

Again, that’s not acceptable. 

“FDA has identified the need to establish enhanced procedures to 
better assure that an import alert notice for a product or company 
will, in fact, prevent the violative products from reaching the U.S. 
consumer.” 

Again, the same response. 

“The drug listing does not ensure authentic sources or authentic 
material, as described in new drug applications, is in fact being of- 
fered for admission.” 

In addition, the FDA told us that they only have information on 
18 percent of the foreign drug manufacturers that ship to the 
United States. Only 18 percent. The FDA has no information on 
623 importing drug firms from China and 409 importing drug firms 
from India. No information. 

These kinds of weaknesses and others cause me to conclude that 
the FDA cannot assure the American people that prescription 
drugs are free from counterfeits and poorly made, unknown ingre- 
dients. The FDA has told this committee that its safety net is being 
stretched by the increasing global nature by the pharmaceutical 
commerce. At some point, FDA’s safety net will in fact break, and 
I fear that it already may be broken. 

It is urgent that the FDA shift to a new model to deal with coun- 
terfeit bulk drug imports. I am ready to do more than just hold 
FDA accountable; I am committed to working for a solution to this 
serious and dangerous problem. I intend to fully work with Com- 
missioner Henney and the FDA to develop and implement new, ef- 
fective protections, but the FDA needs to be forthright today about 
the threat and what it will really take to deal with the problem. 

I look forward to the testimony and further discussion and action 
by the Congress, Republicans and Democrats, and the administra- 
tion. 

At this point, I yield to my friend and colleague from the great 
State of Michigan, Mr. Stupak. 

[The prepared statement of Hon. Fred Upton follows:] 

Prepared Statement of Hon. Fred Upton, Chairman, Subcommittee on 
Oversight and Investigations 

Today we’re here to dissect the issue of the influx of counterfeit bulk drugs. There 
is increasing concern that drug ingredients made overseas that are either counter- 
feit, unapproved, or poorly made are entering our nation’s health care system and 
endangering patients’ health and even lives. 

Here’s the case in point. Several years ago, 89 Haitian children died after taking 
cough medicine made with contaminated glycerin traced to China. We may think 
that tragic events like this can’t happen here in our country, with its sophisticated 
regulatory system. But our Committee’s investigation reveals that our system has 
major flaws — and, it could happen here — all too easily. 

Recently, our Committee’s investigation revealed that FDA had linked the adverse 
reactions of 155 American patients to gentamycin sulfate made by Long March 
Pharmaceutical, a Chinese drug company. It may well be that other patients died 
from unknown impurities in this drug. FDA’s own forensic tests showed unexplained 
discrepancies between the chemical fingerprints of the drug taken from Long March 
at different times. FDA’s inspection revealed data integrity problems and other seri- 
ous deficiencies with Long March. Despite FDA inspections and quality control by 
the U.S. drug companies that used this material, this suspicious bulk drug still infll- 
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trated our healthcare system without detection. This is just one example of other 
instances that have confirmed that counterfeit, substandard drug imports are get- 
ting into our prescription drug supply and harming patients. 

To substantiate our concerns about counterfeit bulk drugs infiltrating our nation’s 
health care system, I now ask unanimous consent to place FDA correspondence, in- 
ternal FDA documents, and articles on drug counterfeiting into the record docu- 
menting the counterfeit bulk drug problem. Some of the FDA internal documents 
reveal that over the last few years key FDA officials believe counterfeit imported 
bulk drugs to be associated with deaths and other serious adverse events in Amer- 
ican patients. This is the first time many of these documents have come to light. 

The international community is also increasingly concerned. Just last month, the 
World Health Organization, international pharmacists, and international drug man- 
ufacturers publicized their concerns about counterfeit drugs. Some have estimated 
that 50-70% of the drugs in some developing countries are counterfeit. It would be 
wrong to assume that the United States is immune to the documented counter- 
feiting in the international pharmaceutical trade. The World Health Organization 
and some industry analysts estimate about 5-8% of drug products shipped to the 
U.S. are counterfeit, unapproved or substandard. 

Counterfeit bulk drugs are ingredients in human prescription drugs which are de- 
liberately and fraudulently mislabeled or misbranded with respect to its identity or 
source. Without knowledge of the source, there is no product history. Without prod- 
uct history, the safety and efficacy of the product cannot be assured because there 
is no information about impurities, the age, the storage, the manufacturing environ- 
ment, or the synthesis of the product. It is extremely difficult to detect counterfeit 
bulk drugs because there is no single chemical test for all impurities that may be 
in the product. 

Counterfeit bulk drugs can represent a serious threat to the public health. A bulk 
quantity as little as 50 kilograms can be used in the production of millions of tablets 
or capsules. Therefore, only one counterfeit bulk that contains an impurity or is syn- 
thesized improperly could cause immediate death or injury to numerous people. The 
result of a counterfeit could be that the medication will not be effective or could 
produce a long term disease or injury. For example, these pictures show the dif- 
ferences at a microscopic level between the authentic drug and the counterfeit drug. 
The difference in this case lies in the particle size. Such a difference in the particle 
size could mean that the drug does not get absorbed in the bloodstream and there- 
fore doesn’t work. 

There is still much we do not know about this public health threat. The FDA has 
not made any public health assessment of this issue. Even if FDA attempted such 
an assessment, the FDA has no ability to make an assessment with its current data. 
In its March 5, 1999, letter from Congressman Klink and me, the FDA stated that 
it does not collect data to assess the amount of unacceptable or adulterated active 
pharmaceutical ingredients shipped to the U.S. from foreign sources. With what in- 
formation the FDA does have, the FDA has linked counterfeit or unapproved bulk 
drugs to deaths and other adverse events in the U.S. Last year when FDA’s Foren- 
sic Chemistry Center conducted a focused, in-depth study of just a handful of Chi- 
nese drug imports, evidence was uncovered which led in part to targeted inspections 
resulting in an import alert for one plant and warning letters for two other plants. 

We know we are only seeing the tip of the iceberg. 

Lured by high prices and potential profits in the U.S., counterfeit bulks can get 
into our prescription drugs in several ways: (1) as imported ingredients to U.S. man- 
ufacturers; (2) as imported ingredients to pharmaceutical compounders; and (3) as 
source ingredients for interact pharmacies marketing to the U.S. The counterfeiters 
use sophisticated methods such as preparing false labeling, containers, seals and 
certificates of analysis, or using a manufacturing process that differs from the filed 
manufacturing process. 

Here are two examples. The first example involves three pictures. The first pic- 
ture shows a document dated around 1989 from an industry consultant laying out 
a scheme to market unapproved Chinese trimethoprim under the approved label of 
a German company. The second picture shows that the signature from the first doc- 
ument appears to belong to Dr. Jose Gomes. The third picture shows that Dr. 
Gomes in 1999 was the consultant for Long March Pharmaceutical, the firm that 
made the gentamicin sulfate I talked about earlier. The second example is a dia- 
gram of how a drum of bulk drug shipped to Australia was counterfeited. A layer 
of authentic drug on the top, milled sugar in the next layer, followed by a layer of 
authentic drug, etc. 

The public policy implications are enormous. The public health is threatened by 
unapproved, substandard or counterfeit bulk drugs. Counterfeits could have direct 
impact on the integrity of the adverse drug event report system. Counterfeit bulk 
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drugs not only hurt patients, but defraud Medicare and Medicaid programs that pay 
for these drugs as if they are authentic. There is also speculation that an unknown 
influx of counterfeit, unapproved drugs is leading to more drug and chemical aller- 
gies and more antibiotic resistance. 

Even after years of plans and recommendations from internal working groups, the 
FDA remains largely unable to detect or control imported counterfeit bulk drugs 
from entering the U.S. The FDA has not even worked with the Customs Service to 
investigate imported counterfeit bulk drugs since 1996 and does not have any ongo- 
ing criminal enforcement action — or even a known strategy — to deter or prevent 
crimes connected to counterfeiting bulk drug imports. Instead, FDA relies on its reg- 
ulatory system of inspections, import policies, and postmarketing surveillance. How- 
ever, the FDA’s testimony on this system is devastating. To illustrate this point, 
here are some direct quotes from FDA documents. 

“The Agency is hindered by not having a complete list of foreign facilities manu- 
facturing drugs products for the U.S.” 

This is not acceptable, 

“[W]e still do not have systems that can effectively and efficiently communicate 
across the Agency, or readily provide field staff with critical information they need.” 

This is not acceptable. 

“The Drug Listing database also does not interface with OASIS, which would as- 
sist import officers by automatically comparing manufacturers and listed pharma- 
ceutical products to products offered for importation . . .” 

This is not acceptable. 

“FDA has identified the need to establish enhanced procedures to better assure 
that an import alert notice for a product or company, will, in fact, prevent the viola- 
tive products from reaching the U.S. consumer.” 

This is not acceptable. 

“The drug listing does not ensure authentic sources or authentic material as de- 
scribed in New Drug Applications (NDAs) is in fact being offered for admission.” 

This is not acceptable. 

In addition, the FDA told us they only have information on 18% of the foreign 
drug manufacturers that ship to the U.S. The FDA has no information on 623 im- 
porting drug firms from China and 409 importing drug firms from India. These 
kinds of weaknesses, and others, cause me to conclude that the FDA cannot assure 
the American people that prescription drugs are free from counterfeits and poorly 
made, unknown ingredients. The FDA has told the Committee that its safety net 
is being stretched by the increasingly global nature of pharmaceutical commerce. At 
some point the FDA’s safety net will break, and I fear it may already be broken. 
It is urgent that the FDA shift to a new model to deal with counterfeit bulk drug 
imports. 

I am ready to do more than just hold FDA accountable. I am committed to work- 
ing for a solution to this serious and dangerous problem. I fully intend to work with 
Commissioner Henney and the FDA to develop and implement new, effective protec- 
tions. But the FDA needs to be forthright today about the threat and what it will 
really take to deal with the problem. I look forward to the testimony, further discus- 
sion, and action. 

Mr. Stupak. Thank you, Mr. Chairman. I want to thank you for 
holding this hearing, and I will he brief. 

You certainly in your outline — in your testimony, it was outlined 
that we cannot tolerate the sale of illegal and potentially adulter- 
ated pharmaceuticals in the market. Obviously, patient safety is 
compromised when drugs are imported that are manufactured 
without quality controls and inspections. 

I am interested to hear, Mr. Baker, about the Food and Drug Ad- 
ministration’s attempts to prevent and punish illegal bulk drug 
sales. In addition, I am interested to learn what the FDA is doing 
to combat illegal compounding and radiological diagnostics. We 
need to understand what FDA’s plan is for — what its plan is for en- 
forcing current law. If the FDA feels it needs more resources, then 
they need to request them and they have to tell us what exactly 
they need. Otherwise, there is no excuse for the FDA not per- 
forming its mission. 
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As I listened to your testimony, Mr. Chairman, on the hulk sale 
of drugs here, I am concerned about what is happening on the 
Internet. As you know, Mr. Klink and I have heen working on the 
On-line Pharmacy Consumer Protection Act, and we have heen 
working with the administration to come up with a hill that can 
he acceptable to both sides because we feel it is a huge problem. 

So now you take these counterfeit bulk drugs — and you say we 
know about 18 percent of them. How many more and are they 
being sold on the Internet? In fact, I have no reason to think they 
are not being sold over the Internet. I think this hearing has so 
much more we can explore, and I think it will be a very, very inter- 
esting hearing. 

So I thank you for holding this hearing, Mr. Chairman. 

Mr. Chairman, I am going to close with that, but before that, I 
would like to ask unanimous consent to place Mr. Dingell’s state- 
ment into the record. He is currently at a meeting on the patients’ 
bill of rights. Otherwise, he would be here, because I know Mr. 
Dingell is very interested in counterfeit bulk drug sales. 

So with unanimous consent I would submit his statement for- 
ward, please. 

Mr. Upton. Without objection, his statement will be made a part 
of the record, and all members of the subcommittee’s statements, 
in fact, will be made a part of the record. 

Mr. Stupak. I yield back the balance of my time. 

Mr. Upton. Thank you. 

[The prepared statement of Hon. John D. Dingell follows:] 

Prepared Statement of Hon. John D. Dingell, a Representative in Congress 
FROM THE State of Michigan 

Mr. Chairman, I have long been concerned about counterfeit, substandard, mis- 
branded, and adulterated drugs entering this country from abroad. Previous inves- 
tigations conducted by this Subcommittee more than a decade ago ultimately led to 
the passage of the Prescription Drug Marketing Act, which added measures to pro- 
tect consumers from potentially dangerous foreign drug sources. But protecting con- 
sumers from questionable and dangerous drug products manufactured abroad re- 
mains a formidable challenge. 

I remain concerned that the Food and Drug Administration (FDA) has yet to de- 
velop a suitable framework, in the face of potentially greater risks, for protecting 
the public. The Agency remains alarmingly behind in foreign inspections of firms 
sending drug products into the United States. And it still lacks the ability to track 
and measure the counterfeiting problem. 

The FDA is supposed to inspect firms for Current Good Manufacturing Practices 
(CGMPs) before they are approved to ship a drug product into the United States. 
Nevertheless, just last week FDA reported to us that approximately 4,600 foreign 
drug firms have shipped to the U.S., but have never been inspected by the FDA. 
Cause for added concern is the fact that firms in two countries with historic drug 
counterfeiting problems, China and India, are prominent on that list. According to 
FDA’s records, 623 firms from China that have shipped drug product to the U.S. 
have never been inspected by the FDA. The figure for India is 409. 

To make matters worse, the problem of tracking dubious manufacturers seems to 
be getting worse, not better. FDA still lacks the basic information technology to 
allow it to efficiently communicate with the Agency’s many other databases to pro- 
vide staff with mission-critical information. A workable system for tracking who 
sends what and when to this country, and whether their manufacturing practices 
are acceptable, should already have been implemented. Commissioner Henney 
should immediately determine the Agency’s information technology requirements for 
such a system and implement the system as soon as practicable. 

I also remain troubled that the FDA still lacks the ability to gather information 
about counterfeit, substandard, or even adulterated materials on a real-time basis. 
It is my understanding that, in recent staff discussions with the Agency, FDA offi- 
cials agreed that it might be useful to require manufacturers to report immediately 
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to the FDA if they discover any counterfeit bulk in their manufacturing processes. 
Currently, there is no such requirement, and that unnecessarily leaves other manu- 
facturers and consumers at some risk. The implementation of such a requirement 
should allow FDA to develop a “real-time” database that could not only warn other 
companies if a particular product from a particular supplier is in question, but also 
allow the Agency to better understand and address this problem. 

Mr. Chairman, I believe that drug counterfeiting is a very real problem that will 
likely grow worse in the future. With the introduction of now hundreds of Internet 
sites selling prescription drugs with almost no regulatory framework in place, the 
environment and the incentive for using fake bulk drugs, making fake drugs and 
selling them directly to consumers is obvious. FDA lacks a credible framework for 
addressing these public health risks, and that is very worrisome. 

Mr. Upton. Mr. Burr. 

Mr. Burr. Thank you, Mr. Chairman. 

Let me take this opportunity to welcome our colleague, Mr. Stu- 
pak, back. We have missed him, and I am sure that his participa- 
tion in this will help to enlighten this issue. 

Mr. Baker, let me welcome you. Let me suggest to you that the 
way to get started with this committee is to fulfill the requirements 
of the rules of the committee. Your testimony was turned in at 3 
p.m. yesterday. The committee rules require those who testify to 
submit their testimony, I think, 48 hours in advance, so that mem- 
bers actually have an opportunity to read it, to study it, to under- 
stand what it is that Federal agencies are trying to do, understand, 
engage their level of passion and commitment to the issues. 

I think you have done a very good job of trying to lay out what 
the scenario is at the FDA. It would have been better, quite hon- 
estly, if the Commissioner were here. I am sorry that there was a 
conflict and that she had a week of travel; but clearly, if she got 
back yesterday, she could have also submitted testimony at 3 p.m. 
the day before the hearing. 

So I don’t see that there is a tremendous amount of advantage, 
but I look optimistically at your testimony and the opportunity to 
go through some questions with you. 

Let me just read one part of your statement here. You say, “It 
is important to distinguish between counterfeit drugs and products 
that are contaminated or otherwise improperly manufactured. 
While each of these conditions may” — may — “pose a threat to public 
health, counterfeiting is quite different and a much more rare oc- 
currence in the drug manufacturing industry. The FDA Act states 
that a counterfeit drug,” and you go into a very specific definition. 

If your intent is to come here and to debate what the specific def- 
inition of counterfeit or threat is to the drug market in this coun- 
try, I hope you will change before we start. 

We are not here to debate definitions. We are here because, one, 
a problem exists; two, the FDA agrees a problem exists; three, the 
FDA has not done everything within its power to solve the prob- 
lem. For that reason, there is an appropriate role for the Oversight 
and Investigation Subcommittee to play in the solution of this prob- 
lem. 

Let me go on in your testimony, if I can, to import alerts. Page 
22, near the end, “While counterfeit drugs continue to be an issue 
of concern, it was determined that there was no specific need for 
a Commissioner’s Office initiative.” 
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That tells me that the level of concern about the issue is not as 
great at the end of your testimony as it was at the beginning of 
your testimony. 

I hope that you will have an opportunity to set the record 
straight on what the level of commitment at the Food and Drug 
Administration is on solving this issue of counterfeiting or contami- 
nation, this issue of a public health question to an agency that I 
quite honestly have spent a tremendous amount of time trying to 
make sure that the gold standard that the American people expect, 
that the FDA employees have worked aggressively to maintain, is 
maintained in every piece of legislation that goes out of this insti- 
tution. 

I certainly hope that we will continue to do that and that you 
will enlighten us on what we can do legislatively to make sure that 
everything possible is done at the FDA to assure the safety and ef- 
ficacy of everything that goes into pharmaceuticals. 

Mr. Chairman, I thank you and I yield back. 

Mr. Upton. Thank you. 

Mr. Bryant. 

Mr. Bryant. Thank you, Mr. Chairman. 

I might first thank you for having this hearing and thank our 
witness, our distinguished witness, for being here today. I look for- 
ward to his testimony. 

As you explained, there are many competing factors for our time, 
and we may be in and out a little bit during the hearing, but I do 
appreciate your coming today. 

I think this is a good subject for a hearing and I want to com- 
mend our chairman for having this. I would echo his remarks, as 
well as my friend from Michigan, Mr. Stupak’s remarks, as well as 
Mr. Burr’s remarks; and would add that as I understand, in read- 
ing from some of the preparatory materials for this hearing, the 
issue that we are concerned with today and we would like to hear 
from you is: Does the use of counterfeit, unapproved bulk drugs 
pose a threat to the safety and efficacy of other finished drugs? 

Mr. Burr sort of touched on that, and maybe what I hear him 
saying is his impression that the FDA does not consider this to be 
a significant problem. Maybe I misunderstood what he said, but I 
think that was his construction of what your statement says. 

But if there is a legitimate threat out there, what does the FDA 
do in its regulatory system to ensure that that does not happen? 
And second, does the FDA have any initiative, anything to put for- 
ward today to us, to explain what you are doing to ensure that U.S. 
prescription drug supplies are free from counterfeit or unapproved 
bulk drugs? 

I think those are the issues. Is there a problem? And if you agree 
there is a problem, what are you doing about it? 

As I read other materials — our chairman mentioned some of the 
statistics that are involved here; and I know, like all agencies, or 
I suspect, you will plead that there are not enough people to go 
around and FDA needs more people to help enforce this. Neverthe- 
less some of the statistics are mentioned here. Again our chairman 
has mentioned some of them already, but I will mention a couple 
more. 
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There are approximately 310 points of entry in the United 
States, but in fiscal year 2000, the FDA has only 68 full-time 
equivalents in the field allocated to human drugs. They mentioned 
the 4,600 foreign drug manufacturers who have never been in- 
spected by the FDA. Only about 18 percent of the total number of 
foreign drug manufacturers are shipping to the U.S. at this time — 
in 1998, I should say — that the FDA has information on. The track- 
ing system, foreign inspection force, does not include reports which 
relate to manufacturing violations with a product from a country, 
and so on. 

These are generally admissions, I think the FDA has made in the 
letter to Chairman Bliley. 

One final comment in regard to all of this, and I say this as a 
former U.S. Attorney — and I know Bart Stupak is a former law en- 
forcement officer and probably has seen this: It is a phenomenon 
out there among our investigative agencies, called TURF. And I 
found that as a U.S. attorney, who sort of helped run investigations 
with the idea that we would gather facts from the FBI and the 
DEA and all of those investigators out there in our office and help 
prosecute the bad guys. But I found this concept of turf battles. 

In reading through these materials, I see where the FDA — and 
I would like maybe to hear from you if this is true or not — the FDA 
has not worked with the Customs Service to investigate imported 
counterfeit bulk sales or bulk drugs since 1996 and does not have 
any ongoing criminal enforcement action or strategy, for that mat- 
ter. I think this gets into something else, but again the issue of 
whether you are working cooperatively with other agencies that 
have a similar jurisdiction and a similar goal to prevent this type 
of conduct from happening. 

Again, realizing that we don’t call it turf battles, but that is what 
it is, I would like to know why the FDA is not working with Cus- 
toms and maybe any other agency that would have, again, similar 
jurisdiction that would help by combining resources, and maybe 
even a task force or something like that, to stop this. 

I guess in the end, as I close, we have got to agree, first, if there 
is a significant problem or not; and that is what I would like to 
first hear, too. 

With that, I would yield back my time. 

Mr. Upton. Thank you. 

[Additional statement submitted for the record follows:] 

Prepared Statement of Hon. Tom Bliley, Chairman, Committee on Commerce 

Mr. Chairman, this hearing is of vital importance. On June 23, 1999, at a hospital 
in Los Angeles, a 10-year old boy was given a dose of an antibiotic called gentamicin 
sulfate. After he finished getting this dose, he got unexpected side effects of chills, 
shaking, and 102 degree fever. The drug he took was made of ingredients that came 
from a bulk drug plant in China called Long March Pharmaceutical. This 10-year 
old boy was just one of what turned out to be 155 American patients in 1998 and 
1999 who suffered from these reactions that were linked to the Long March ingre- 
dient. Some of these reactions were life-threatening. While none of the 155 patients 
died from these reactions, there are other patients who may have died from un- 
known impurities in counterfeit or substandard gentamicin. Whatever was wrong 
with this drug ingredient, it slipped through the FDA and the U.S. drug companies. 

Could the FDA have prevented the gentamicin problem? The FDA years ago had 
tips about counterfeit gentamicin and had opportunities to prevent the gentamicin 
problem. In 1994, FDA investigated counterfeit bulk gentamicin sulfate, but dropped 
the investigation because the suspicious lots were no longer available. Nothing was 
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done on the regulatory side, not even taking samples of gentamicin sulfate from var- 
ious U.S. firms to test for impurities or counterfeiting. Based on a 1996 memo from 
one of its criminal investigators, the FDA had information from a case involving 
Long March-labelled counterfeit drugs for animals that told them that counterfeit 
gentamicin sulfate for humans was being sold in the U.S. In addition, FDA had rec- 
ommendations in 1996 to deter, detect, or interdict counterfeit gentamicin sulfate 
and other counterfeit bulk drugs. Many of these key recommendations were not im- 
plemented. Lack of FDA action left American patients vulnerable to imported bulk 
drugs like the Long March gentamicin. 

The FDA’s record on controlling counterfeit bulk drugs so far is a record of failure. 
That is an outrage. As far back as 1991, the FDA had evidence from its field force 
that suggested widespread availability of counterfeit bulk drugs in both human and 
animal drug industries. In 1996, then-FDA Commissioner David Kessler established 
a counterfeit bulk drug initiative and a working group to deal with this issue. A 
year later, the FDA disbanded the Commissioner’s working group and downgraded 
the priority of counterfeit bulk drugs. Since the FDA has downgraded the priority 
of counterfeit bulk drugs, international authorities including the World Health Or- 
ganization (WHO) last month have recognized the growing problem of counterfeit 
drugs. While the FDA has taken some small steps in improving some of its systems, 
much remains to be done. 

As the Committee’s investigation has revealed, the FDA’s regulatory system used 
to protect Americans from counterfeit or substandard drug ingredients has signifi- 
cant holes. For example, many times FDA will allow drug products into our country 
not based on proof of authenticity, but merely on the representations of an inter- 
national broker, who could in fact be the counterfeiter. FDA has only partial infor- 
mation, if that, on the original source to determine authenticity. The FDA’s own 
people acknowledge that the import alert system is broken and that using drug list- 
ings for admitting drug imports has had a dismal record. The FDA admits it has 
information on only 18 percent of the foreign drug manufacturers shipping to the 
U.S. The FDA admits there are about 4,600 foreign drug manufacturers that have 
shipped to the U.S. since October 1997 but have never been inspected by the FDA, 
including 623 in China and 409 in India. At the time of entry at the ports, the in- 
spectors do not have the ability to know where the drug shipment is going in the 
U.S. and what will really happen to it. 

What has been truly disappointing has been FDA’s apparent lack of interest in 
using the authority and resources the Congress gave the FDA specifically to inves- 
tigate counterfeit bulk drugs. In 1993 the FDA’s Office of Criminal Investigations 
was created specifically to give the FDA the capability to investigate counterfeit 
drugs. By statute, FDA has special enforcement powers related to investigating 
counterfeit drugs. 

But what has been the record? How has the FDA used this authority? In May 
1996, one of FDA’s criminal investigators wrote a memorandum to his supervisors 
at the FDA’s Office of Criminal Investigations about evidence from a criminal inves- 
tigation showing the threat of counterfeit bulk drugs imported into the USA. But 
his supervisors did nothing to follow-up on the investigative leads or to implement 
or suggest improvements in criminal investigations of counterfeit bulks. In its June 
2, 2000 letter to me, the FDA admits in the area of counterfeit bulk drugs the Office 
of Criminal Investigations has no open investigations, has not initiated even one in- 
vestigation, and has not worked with any other federal agency investigating coun- 
terfeit bulk drugs. There is no criminal investigative strategy included in the FDA’s 
draft 1999 Work Plan on counterfeit drugs. None. 

Ladies and gentlemen, bulk-drug counterfeiting and the acts that perpetuate the 
fraud are federal crimes. These crimes threaten the public health and the integrity 
of the pharmaceutical industry, place law-abiding bulk suppliers at a competitive 
disadvantage, and victimize U.S. drug companies. Just last month, the WHO, inter- 
national pharmacists, and international drug manufacturers issued public state- 
ments about the major problem of drug counterfeiting. It seems that imported drug 
counterfeits are increasingly recognized as a major problem. 

In some of its statements to the Committee, the FDA assumes there must be no 
major problem even though it has not conducted a public health assessment of the 
counterfeit bulk drug issue and has little quantifiable information on the subject. 
However, the FDA told Committee staff that they had learned from an investigation 
about 10 years ago that Americans had died from counterfeit bulk antiseizure medi- 
cine. The FDA told staff as well that there are public health concerns with intro- 
ducing counterfeit and unapproved bulk drugs into our medicines. This is why FDA 
has in place regulations and inspections to deal with bulk drug ingredients. 
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Mr. Upton. Our witness today is Dennis Baker, Associate Com- 
missioner for Regulatory Affairs at the Food and Drug Administra- 
tion. 

Mr. Baker, welcome. As you know, we have a long-standing tra- 
dition of taking testimony under oath. Do you have any objection 
to that? 

Mr. Baker. None whatsoever, sir. 

Mr. Upton. Committee rules also allow you to have counsel, if 
you wish to have counsel represent you as well. 

Do you wish to have counsel? 

Mr. Baker. No, I do not. 

Mr. Upton. If you would stand and raise your right hand. 

[Witness sworn.] 

Mr. Upton. You are now under oath and your testimony is made 
a part of the record in its entirety, and the time is yours. Thank 
you. 

TESTIMONY OF DENNIS BAKER, ASSOCIATE COMMISSIONER 

FOR REGULATORY AFFAIRS, U.S. FOOD AND DRUG ADMINIS- 
TRATION 

Mr. Baker. Thank you, Mr. Chairman, and good morning, Mr. 
Chairman, and members of the committee. 

I am Dennis Baker, Associate Commissioner for Regulatory Af- 
fairs at the U.S. Food and Drug Administration. 

Mr. Upton. If you could just put the mike a little closer. 

Mr. Baker. Is that better? 

Mr. Upton. That’s better. 

Mr. Baker. Thank you. 

With me today, I have Mr. John Taylor. He is Acting Director of 
our Office of Compliance at the Center for Drug Evaluation and 
Research within FDA. Together, our offices are responsible for reg- 
ulating the importation of foreign drugs. 

I appreciate this opportunity. I am rather new to FDA. I have 
been on board about a year now. I came on board from the State 
of Texas, so I have had some eye-opening experiences, as you might 
guess, and coming here today is another eye-opening experience. 

But what we are here today about is imported counterfeit bulk 
drugs, and the Agency’s actions to protect the American public 
from the risks of those drugs. 

I want to preface my remarks by noting that while we take very 
seriously the counterfeiting of drug products, we still believe the 
overall quality of drug products in the country to be very high. The 
public, we think, can be confident that the drug products they use 
are safe and effective. 

Although FDA takes many steps to protect American consumers 
and patients against unsafe drugs, we recognize that more can be 
done and should be done. There is room for improvement in our 
abilities both to quantify the potential for the entry of counterfeit 
bulk into the U.S. market and, when warranted, to strengthen our 
regulatory or enforcement activity. 

In this testimony, I will highlight FDA’s efforts to ensure that 
imported bulk drugs meet the requirements of the Food, Drug and 
Cosmetic Act. More detail on FDA’s programs and activities in this 
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area is provided in my written statement, and I request that it be 
included in the record. 

Mr. Upton. Yes. 

Mr. Baker. Simply put, the Food, Drug and Cosmetic Act defines 
a counterfeit drug, as we mentioned earlier, as a drug that bears 
a false identification of its manufacturer, processor, packer or dis- 
tributor. The definition applies to active pharmaceutical ingredi- 
ents, APIs, as well as finished dosage forms that are deliberately 
and fraudulently mislabeled or misbranded with respect to their 
identity and source. 

Counterfeit APIs pose a real or potential health hazard because 
their manufacturer is often unknown, which makes it impossible to 
establish an accurate product history. 

As a result, the safety, quality and efficacy of the product cannot 
be assured. Central to FDA’s system of protection for the integrity 
of prescription and nonprescription drugs are the standards for 
safety and effectiveness in manufacturing that are established by 
the Center for Drug Evaluation and Research. 

It is important to note that a key element of this system of pro- 
tection is the responsibility that a drug manufacturer has to test 
and validate the safety, purity and consistency of the APIs it uses 
in the manufacture of its products. 

Some of the strategies employed by FDA to maintain these 
standards include the rigorous scientific evaluation of all mar- 
keting applications for new innovator and generic drug products 
and monitoring the quality of APIs in finished dosage forms manu- 
factured in and imported into the United States; collecting and 
evaluating information on adverse events associated with marketed 
products; and conducting inspections to ensure that manufacturers 
produce high-quality pharmaceutical products. 

Over the last decade, FDA has taken a close look at the issue of 
counterfeiting, and we have engaged in wide-ranging discussions 
on whether our regulatory enforcement programs were up to the 
task or needed reworking. 

Let me emphasize that many of our discussions in the earlier 
part of the decade were based on the fact that our information re- 
sources were far less capable than what we have today. Although 
there is still room for improvement, and I would say much im- 
provement, most of the information systems in use today were es- 
tablished during the 1990’s in response to our need for better infor- 
mation. 

The task before us now is to better integrate the various informa- 
tion resources into a unified environment, a unified information 
technology (IT) environment. We fully recognize that we have been 
working from a collection of independently developed data bases, 
all of which contain critical information, but they clearly need to 
be integrated; they have to be linked. This unified environment will 
make better information available to the field, where we must 
make quick decisions on the admissibility of products, and it will 
allow us to reconcile the data now contained in our various existing 
systems. 

We have a program of technology upgrades in place. Those up- 
grades have already resulted in the roll-out of the FACTS system 
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which incorporates data from the OASIS import registry and the 
COMSTAT compliance information system. 

In an effort to begin to address the weakness in IT available to 
import inspectors, a pilot was initiated in the Philadelphia district 
to provide import inspectors with access to CDER’s EES system, 
which tracks drug applications. This allows the import inspectors 
to increase the probability of confirming authentic sources of APIs. 
The goal is to ultimately have access to a single data base that in- 
cludes all the information needed and houses a true foreign estab- 
lishment inventory. 

The FDA has also restructured its foreign inspection program in 
order to better target those firms and products that have the most 
potential for problems, including counterfeiting. 

While the bulk of our foreign plant inspections are still in sup- 
port of new drug applications, we have instituted a tiered inspec- 
tion system based on potential risk to the consumer. In spite of our 
best strategies, however, resource limitations will prevent us from 
conducting universal foreign drug inspections. 

Now, that being said, could we do a better job with the resources 
we have? Certainly. 

FDA has also revised the sampling of products under the drug 
product surveillance program, and these samples are analyzed by 
our Forensic Chemistry Center. Since 1998 we have been focusing 
on collecting a greater number of samples of targeted APIs to de- 
termine if a product is authentic and meets specifications. Building 
this data base for API information will be helpful to our field in- 
spectors in identifying possible counterfeit APIs. Currently, this 
data base contains information on approximately 400 to 500 APIs. 

Another aspect of our program emphasizes a stronger cooperative 
effort with foreign governments and industry. 

Mr. Chairman, FDA is alert to the fact that our protections 
against counterfeit drugs are in need of improvement. Building and 
maintaining a strong regulatory framework and providing the tools 
to ensure the integrity of imports is a complex and resource-inten- 
sive undertaking that requires flexibility in response to the con- 
stant growth and changes of the global market. 

While our agency has done much in recent years to meet these 
demands, clearly more can be done. Today, I would like to an- 
nounce five additional new initiatives we are undertaking to fur- 
ther improve this system. Just last January, I allocated funds to 
the Forensic Chemistry Center for analytical work in assessment 
of APIs gathered through targeted inspections of importers. The 
FCC API data base will be made available electronically to all field 
inspectors by January 2001. 

While the Philadelphia pilot does not fix the entire IT problem, 
in the interim, it clearly provides a benefit to our field force. By 
the end of the year, we will expand this pilot nationwide so all of 
our field force has access to the EES data, a real-time reading of 
the data. 

Exporters to the U.S. are required by FDA to provide the name 
of the foreign manufacturer upon entry to the U.S. This informa- 
tion has been inconsistently provided by importers and the agency 
has not enforced this requirement. Effective immediately, we are 
going to put all importers on notice that this information must be 
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accurately provided and the entry of their products into the U.S. 
will be contingent upon it. 

At the suggestion of Mr. Dingell and Mr. Klink, we considered 
requiring domestic manufacturers to provide information to FDA 
when they discover that bulk materials they receive are sub- 
standard, ineffective or appear not to be from the approved source. 
We did consider this idea. We believe it will provide us with useful 
information, and we are looking at regulatory approaches for imple- 
menting this requirement. 

A vigorous and effective system requires sufficient resources that 
provide the necessary expertise, scientific methodologies, tools for 
testing and integrated information systems. We are committed to 
ensure the Agency has what it needs. We look forward to working 
further with the committee as we strive to provide the American 
public with the protections it expects and deserves. 

This concludes my testimony, and we will be happy to answer 
any questions you may have. 

[The prepared statement of Dennis E. Baker follows:] 

Prepared Statement of Dennis E. Baker, Associate Commissioner for 
Regulatory Affairs, Food and Drug Administration 

Good morning, Mr. Chairman, and Members of the Committee. I am Dennis E. 
Baker, Associate Commissioner for Regulatory Affairs (ACRA) at the United States 
(U.S.) Food and Drug Administration (FDA or the Agency). With me today is my 
colleague, John M. Taylor, Acting Director, Office of Compliance, Center for Drug 
Evaluation and Research (CDER). I am pleased to come before the Committee to 
discuss your concerns about imported counterfeit bulk drugs and the Agency’s ac- 
tions designed to protect the American public from the possible risks that such 
drugs may pose. 

It is important to note that the overall quality of drug products in this country 
is very high. However, FDA takes very seriously allegations regarding the counter- 
feiting or adulteration of drug products. We recognize that more can be done to 
quantify the scope of the problem counterfeit bulk drugs may pose in the U.S. mar- 
ket, and strengthen our regulatory or enforcement activity, when warranted. In this 
testimony, I will describe efforts the Agency has taken to ensure that imported bulk 
drugs meet the requirements of the Federal Food, Drug, and Cosmetic (FD&C) Act. 
“Bulk drugs” are active or inactive ingredients used in the manufacture of finished 
dosage drug products. While safety issues clearly apply to all products that are clas- 
sified as bulk drugs, at the Committee’s request, this testimony will generally focus 
on issues related to the importation from foreign sources of active pharmaceutical 
ingredients (APIs), which was the subject of Chairman Bliley’s May 8, 2000, letter 
to the Agency. 

It is important to distinguish between counterfeit drug products and products that 
are contaminated or otherwise improperly manufactured. While each of these condi- 
tions may pose a threat to public health, counterfeiting is a quite different, and 
much more rare, occurrence in the drug manufacturing industry. The FD&C Act 
states that a counterfeit drug is: 

“A drug which, or the container or labeling of which, without authorization, 
bears the trademark, trade name, or other identifying mark, imprint, or device, 
or any likeness thereof, of a drug manufacturer, processor, packer, or distributor 
other than the person or persons who in fact manufactured, processed, packed, 
or distributed such drug and which thereby falsely purports or is represented 
to be the product of, or to have been packed or distributed by, such other drug 
manufacturer, processor, packer, or distributor.” 

More simply stated, a drug that identifies itself as the product of a drug manufac- 
turer, processor, packer, or distributor other than the actual manufacturer, proc- 
essor, packer, or distributor of such drug is counterfeit under the FD&C Act. This 
definition applies to active pharmaceutical ingredients, intermediate pharma- 
ceuticals, and finished dosage forms that are deliberately and fraudulently mis- 
labeled or misbranded with respect to their identity and source. Counterfeiting can 
apply to innovator or generic products. 

Counterfeit APIs pose a real or potential health hazard because their manufac- 
turer is often unknown. The fact that the manufacturer is unknown means that 
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there is no product history. Therefore, the safety and efficacy of the product cannot 
be assured, the impurity profile is unknown and the age, storage, manufacturing en- 
vironment, and/or the synthesis of the product cannot be determined. Moreover, the 
failure to have a product history means that the results of research and develop- 
ment and the clinical trials done by legitimate pharmaceutical product manufactur- 
ers are negated. 

The participants in illegal counterfeiting activity may include manufacturers of 
API pharmaceuticals, manufacturers and repackers who relabel and substitute API 
products in the distribution chain, importers, brokers, domestic agents, and pur- 
chasing agents either acting alone or in concert with a corporate unit. There are cer- 
tain products that especially lend themselves to counterfeiting. In general, very ex- 
pensive chemicals that are purchased in small quantities or less expensive chemi- 
cals that are purchased in very large quantities are particularly vulnerable to coun- 
terfeiting. 


I. THE REGULATION OF ACTIVE PHARMACEUTICAL INGREDIENTS 

FDA is responsible for the safety and quality of domestic and imported pharma- 
ceutical products. Specifically, FDA’s ODER establishes standards for the safety, ef- 
fectiveness and manufacture of prescription and over-the-counter (OTC) drugs. In 
addition, FDA’s human drug program applies premarket review, postmarket surveil- 
lance, education, research and other strategies to ensure that all drug products are 
safe and effective and that information on the proper uses of the drug products is 
available to all users. 

The strategies employed by FDA include: 

• regulating the testing of investigational new drugs (INDs); 

• evaluating the data in new drug applications (NDAs) for marketing new drugs 

and abbreviated new drug applications (ANDAs) for marketing generic drugs; 

• monitoring the quality of API and finished dosage drug products manufactured 

in and imported into the U.S. through post market surveillance programs; 

• collecting and evaluating information on adverse effects associated with the use 

of marketed products; 

• regulating the advertising and promotion of prescription drugs; 

• establishing and monitoring standards for use, labeling and composition of both 

prescription and OTC drugs; 

• conducting inspections to ensure that manufacturers produce safe, pure and high 

quality pharmaceutical products; and 

• evaluating the conditions under which drugs are manufactured, packed, tested 

and held. 

FDA’s human drug program also disseminates timely and accurate product infor- 
mation to the medical community and the public regarding new drugs and their 
uses, identifies drugs with the potential for abuse, and makes recommendations to 
the Drug Enforcement Administration (DEA) for drug classification and control. 

Foreign manufactured drugs imported into the U. S. — both bulk and finished 
products — fit into the Agency’s regulatory framework through new and generic drug 
evaluations, drug quality assurance, inspections, postmarketing surveillance and ad- 
verse drug event reporting programs. 

New Drug Evaluation / Generic Drug Evaluation 

The goal of the new and generic drug approval process is to ensure that 1) new 
drugs brought to market are safe and effective as labeled for their intended use, and 
2) generic drugs approved for marketing are safe, effective, and manufactured in a 
way that ensures their continued safety, efficacy, and bioequivalence. Personnel 
from the Office of Regulatory Affairs (ORA), sometimes accompanied by chemistry 
or other professional staff from ODER, conduct pre-approval and post-approval in- 
spections of the facilities manufacturing drug products that are identified by drug 
sponsors in their applications. 

FDA’s Pre-approval Inspections Program (PAI) provides for the investigator to 
verify the accuracy and authenticity of data submitted by firms in support of the 
approval of their new or abbreviated new drug applications and to assess the firm’s 
compliance with current good manufacturing practices (cGMP). The program covers 
both domestic and foreign manufacturers of both finished dosage form products and 
APIs. 

A drug manufacturer is responsible for testing and validating the safety, purity 
and consistency of the APIs it uses in the manufacture of its products. In fact, all 
such manufacturers are required to disclose the source of their APIs in their appli- 
cations, and both domestic and foreign API manufacturers must be in compliance 
with cGMPs prior to the approval of those applications. Drug Master Files (DMFs) 
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are established to allow producers of active ingredients and other formulation mate- 
rials to submit confidential commercial information directly to FDA. Therefore, 
these bulk drug inspections are considered to be pre-approval inspections and in- 
clude inspectional verification of the information submitted to the DMF by the bulk 
drug manufacturer. The DMF contains manufacturing information pertinent to the 
formulation material. It is referenced by an applicant for a finished dosage form and 
is considered part of the application. 

Foreign and domestic bulk manufacturers are reevaluated periodically for cGMP 
compliance, either during pre-approval inspections for a different product, or by a 
routine drug process cGMP inspection under the API program. 

Drug Quality Assurance Program 

Without proper process validation and control, marketed drugs may be deficient 
in many ways such as being subpotent, superpotent, or contaminated with other 
drugs or microorganisms. ODER is responsible for conducting postmarketing assur- 
ance monitoring of the overall manufacturing quality of drugs and maintaining drug 
establishment registration and drug products listing. In conjunction with ORA, 
ODER must also ensure that the manufacturing, processing, packing, and holding 
of drugs are such that the highest quality products will be marketed. 

FDA inspections and product analyses are conducted to ensure that firms are vali- 
dating their manufacturing processes. Comprehensive cGMP evaluations of drug 
products or dosage form are conducted. These inspections include domestic and for- 
eign API and finished dosage form manufacturers. 

In addition, ODER initiates drug sampling surveys that involve the collection and 
analysis of imported bulk drug substances and hnished products that are then ana- 
lyzed by Agency field labs for quality and forensic laboratories for evidence of coun- 
terfeiting. Selection of drug products for FDA sampling and testing under the Drug 
Product Survey Program is based on the following criteria: therapeutic significance; 
emerging problems; impurities; stability concerns; results of previous drug surveys; 
economic importance; and compliance history of the firm. Foreign active pharma- 
ceutical ingredients have been added as sampling/testing targets. ODER strives to 
obtain voluntary support from the pharmaceutical industry whenever possible, in- 
forming firms of problems with their products or manufacturing processes so that 
correction may be made as expeditiously as possible, but takes regulatory action 
when necessary to effect the required changes. 

Postmarketing Surveillance and Epidemiology 

FDA employs other surveillance programs, including drug listing review of im- 
ports and the Drug Quality Reporting System under MedWatch. ORA is establishing 
a library of authentic bulk drug substances to use in investigations to identify coun- 
terfeit drugs. 


II. FOREIGN INSPECTION WORKING GROUP 

The continuing increase in international trade has turned the world into a global 
marketplace. The number of API and finished drug products manufactured abroad 
for the U.S. market is growing. It has been reported that as much as 80 percent 
of the APIs used to manufacture and produce prescription drugs in this country is 
imported from other countries. Therefore, over the last decade, FDA has substan- 
tially increased its worldwide inspectional and import monitoring operations, but 
the rapid expansion of the world market will continue to challenge our ability to 
direct appropriate levels of resources and operations to the foreign arena. FDA must 
continually recalculate its enforcement tools to ensure that the American public is 
protected from adulterated and unsafe products entering the U.S. market. 

To keep pace, FDA has stepped up its inspectional and import-monitoring activi- 
ties since the early 1990s, however, the Agency recognized that it needed to do 
more. In 1995, the FDA formed a Foreign Inspection Working Group (FIWG), com- 
prised of representatives from all parts of the Agency, in an effort to evaluate the 
Agency’s current foreign inspection program and related import product monitoring. 
Tbe working group devoted months to understanding and identif 3 dng FDA’s 
strengths and weaknesses in its foreign inspection program. The FIWG issued a 
summary report in June 1997. This evaluation cuts across Agency program areas, 
however, I will focus on the drug program and how it relates to bulk drugs, the find- 
ings, and the Agency’s subsequent actions over the past three years. 

Inspection Planning 

Prior to Fiscal Year (FY) 1997, FDA’s foreign inspection program in large part fo- 
cused on pre-approval inspections. In the early 1990s, foreign inspections resulted 
in a higher percentage of foreign manufacturers with significant GMP problems rel- 
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ative to domestic facilities. These findings indicated a need for more post-approval 
surveillance coverage to help assure that imported drug products are produced in 
accordance with cGMPs. 

ODER addressed this issue by structuring its foreign post-approval inspection 
scheduling using a risk-based strategy that allows it to more effectively utilize lim- 
ited resources. Specifically, assignments are still primarily application driven, in 
that all foreign inspections of firms that are part of an application are conducted 
during the course of the application review. Additional post-marketing surveillance 
inspections are scheduled based on risk as assigned by a four-tiered system: 

• Tier 1 — firms needing reinspection due to a previous finding of “official action in- 

dicated”; 

• Tier II — firms manufacturing sterile bulk or finished dosage products; 

• Tier III — firms with a higher number of applications and firms manufacturing 

bulk drugs for use in injectable dosage forms; and 

• Tier IV — all other firms. 

The tiered system has had the beneficial effect of focusing our limited resources 
on the firms that pose the highest risk to the American consumer. We have main- 
tained a level of inspecting about 250 foreign firms per year for cGMP compliance 
and pre-approval acceptance. The inspections performed have been in the Tier I and 
Tier II categories. 

The negative consequence, however, is that by continually emphasizing these 
high-risk firms we are not able to get to the Tier III and Tier IV firms, thereby 
lengthening the gap between inspections. ODER has recognized this problem and 
has identified and provided to ORA a priority list of 24 firms in China and 32 firms 
in India that have not been inspected but, according to the Operational and Admin- 
istrative System for Import Support (OASIS) data, have shipped product in the last 
two years into the U.S. ORA is working these firms into inspection planning as re- 
sources permit and travel plans make opportunities available. For example, inspec- 
tions of these priority firms can be added to pre-approval inspection trips. 

Official Establishment Inventory 

The Agency’s Official Establishment Inventory (OEI) is a compilation of firms 
FDA has inspected, firms that have shipped products to the U.S., as indicated by 
the OASIS database, and firms that have listed as part of the Agency’s drug listing 
program. FDA has completed evaluations of entry data from OASIS and is using 
this information to supplement the inventory of firms in the OEI. This is an ongoing 
process. FDA recognizes that there are weaknesses in this data, due in part to the 
fact that the OASIS system is user-driven. The Agency is using broker evaluations 
in part to increase the integrity of the submitted data and eventually included in 
the OEI. 

The Agency is hindered by not having a complete list of foreign facilities manufac- 
turing drug products for the U.S. market. This finding indicates a need to improve 
the Agency’s information database on foreign firms exporting drug products to the 
U.S. The Food and Drug Administration Modernization Act (FDAMA) of 1997, re- 
quires the registration of foreign establishments. Once we have completed the rule- 
making process and put the technology in place to implement this requirement, the 
Agency will have available to it a comprehensive listing of foreign establishments 
exporting drugs to the U.S. 

Having a complete OEI, however, is only one step. We also must have the infor- 
mation technology to be able to more fully utilize the data we already have to the 
Agency’s benefit. Therefore, FDA has begun a process of upgrading its hardware and 
software systems to move beyond the fragmented and independent systems of the 
past into an integrated information environment where data is more readily avail- 
able and more easily manipulated to provide information and analyses that has not 
been possible before. 

The Agency recognizes while we have made great strides in improving our infor- 
mation technology, we still do not have systems that can effectively and efficiently 
communicate across the Agency, or readily provide field staff with critical informa- 
tion they need. 

FDA is implementing the upgrade of our information technology systems to utilize 
wide area network (WAN) technology, which will support the availability of much 
more information to inspection officers. We are evaluating both the technology, as 
well as the cost, or further integrating our various sources of data into unified data- 
bases. 

The OASIS system uses information input by filers (Custom House Brokers and 
importing firms) to facilitate the screening and/or inspection of imported products 
that are subject to FDA regulation. OASIS began as a pilot program in the Seattle 
District in 1992. It interfaced with the U.S. Customs Service Automated Commercial 
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System (ACS), screened entries (using ACS) and provided the initial operational 
support to FDA users. The interface with ACS and the screening subset of the sys- 
tem (known as EEPS) was implemented nationally by June 1995, and use of the 
OASIS system by industry became mandatory in December 1996. The baseline of 
the current version of OASIS with full basic operational functionality was imple- 
mented nationally by October 1997. The system has undergone continuous improve- 
ment of operational support. A major change in September 1999, moved screening 
from ACS to OASIS and expanded screening to cover all data elements. 

As a user-driven system, OASIS depends upon import brokers to provide complete 
and accurate information. While the OASIS system provides the majority of the in- 
formation it was designed to provide, it only contains 2 years worth of data, and 
does not electronically interface with other systems which contain additional infor- 
mation which would be of value to our field staff. 

One of FDA’s major upgrades in information technology is the establishment over 
the last year of the Field Accomplishment and Tracking System (FACTS), which 
performs a number of functions, including the ability to request, manage and report 
on inspections and other field assignments such as sample collections and analyses, 
and compliance cases. FACTS incorporates data from the Compliance Status Infor- 
mation System (COMSTAT) system, described below, as well as OASIS, and will 
eventually provide the resident environment for the foreign OEI. We also are ac- 
tively working on integrating the Establishment Evaluation System (EES), which 
provides information on inspection requests and outcomes to compliance officers, 
drug reviewers and field personnel, with the FACTS database. 

COMSTAT provides the compliance status of foreign manufacturers based on the 
results of cGMP inspections. COMSTAT data is shared with other Federal agencies 
and foreign inspectorates to ensure that pharmaceutical products purchased or 
cleared for import meet acceptable standards. Ideally, this data should be readily 
available to FDA’s import inspectors making admissibility decisions. COMSTAT 
does not include the drug listing identification number FDA assigns to each manu- 
facturer in the Drug Listing database, which lists the products of drug firms reg- 
istered with ODER. FDA is pursuing the linkage of information in the Drug Listing 
database with COMSTAT so that we can easily match foreign manufacturers who 
have “listed” with their compliance status. The Drug Listing database also does not 
interface with OASIS, which would assist import officers by automatically com- 
paring manufacturers and listed pharmaceutical products to products offered for im- 
portation, and this is another area where we are working on establishing a linkage. 

Finally, we are also actively working on connecting the current EES with the im- 
port data available in OASiS, as described more fully later with regard to a pilot 
project in our Philadelphia District. 

Import Alerts 

FDA has identified the need to establish enhanced procedures to better assure 
that an import alert notice for a product or company will, in fact, prevent the viola- 
tive products from reaching the U.S. consumer. We have begun this process by mak- 
ing import alerts available to interested parties on FDA’s Internet site. 

International Information Exchange 

The Agency needs to strengthen and improve communication with the public 
health and regulatory components of foreign governments. FDA foreign inspections 
are “pre-announced,” because FDA must obtain permission to enter the foreign 
country. Therefore, it is difficult for FDA to assure that the firm is operating under 
normal conditions during the inspection. 

Establishing strong relationships with the foreign governments will facilitate both 
access to the country and a fair and frank exchange of information regarding the 
regulatory status of facilities in that country. The Agency has negotiated a Mutual 
Recognition Agreement (MRA) with the European Union. This agreement involves 
an upfront investment of resources on the part of FDA that should result in ex- 
panded inspectional coverage of foreign firms by foreign inspectional body counter- 
parts. On a parallel track, FDA has a number of Memoranda of Understanding 
(MOUs) with foreign countries to obtain inspectional information that will supple- 
ment what FDA is already doing. 

Sampling 

Evidence of product quality problems has not been identified during current sur- 
veillance sampling activity. We will continue to target high-risk drug products for 
sampling. 
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III. COUNTERFEIT DRUG INITIATIVE 

In 1995, the Agency began a closer examination of the issue of counterfeit drugs. 
For just over 2 years a cross-cutting group reviewed both the Agency’s knowledge 
of the extent of counterfeiting and the adequacy of the systems in place to handle 
it when it occurred. While the work of this group is certainly related to the work 
of the FIWG as described above, the findings and observations were specific to coun- 
terfeit drugs. 

Meetings with Representatives from Foreign Governments and Industry 

The Agency has and continues to strengthen its international collaborative efforts 
with other inspectorates outside the MRA process. We have given priority to Can- 
ada, Australia, and Mexico for more development and have worked with Latin 
American countries on educational efforts, for example, the University of Puerto 
Rico project. These efforts also include a semiannual scientific exchange meeting 
with representatives from the United Kingdom, Germany, Canada, Australia, and 
the Netherlands. 

The Agency has met with pharmaceutical industry representatives from innovator 
and generic drug companies to discuss the importance of sharing information that 
they may have regarding counterfeit drug products. Discussions are held regarding 
the most productive ways to enhance cooperation by exchanging information and 
providing assistance during future investigations. Companies that produce high de- 
mand products that tend to be counterfeited often do not elaborate on the actions 
they are taking to combat the counterfeiting problem. While such secrecy is under- 
standable, sharing such information would create efficiencies for both the Agency 
and the industry in efforts to combat counterfeiting. 

In addition, in 1997, the Office of Criminal Investigations (OCI) began to coordi- 
nate international efforts aimed at identifying, investigating, and prosecuting phar- 
maceutical crime through liaison with international efforts that had been formed by 
the Forensic Chemistry Center. In 1998, OCI formally established a liaison with its 
international counterparts within the Medicines Control Agency (MCA) in the 
United Kingdom, and the German National Police, Bundeskriminalamt (BKA). This 
collaborative effort of sharing criminal intelligence has now grown into the Perma- 
nent Forum on International Pharmaceutical Crime (PFIFC). This working group is 
an international enforcement forum aimed at exchanging intelligence and ideas to 
foster mutual cooperation in combating pharmaceutical crime. The following coun- 
tries have representatives on this forum: USA, United Kingdom, the Republic of Ire- 
land, Northern Ireland, Spain, Germany, Canada, Singapore, Brazil, Belgium, South 
Africa, the World Health Organization, and the World Customs Organization. The 
PFIPC meets once a year and facilitates ongoing dialogue among member nations 
throughout the year. 

Postmarket Sampling of Imported Products 

As we noted above, a key element of post-marketing surveillance is the Drug 
Product Surveillance program. While this program provides the Agency with valu- 
able information about the quality of drugs marketed in this country through sam- 
pling and analysis of imported and domestic drug products, the volume of imports 
dictates that only a small fraction of the entries are examined. 

That said, there is concern that the current sampling strategy is not using the 
Agency’s resources most effectively. Increased sampling and testing of foreign pro- 
duced bulk pharmaceutical chemicals and finished dosage forms have revealed very 
few problems. Two changes have been made to our sampling strategy as a means 
to address these concerns. 

1. The sampling of APIs for analysis by the Forensic Chemistry Center (FCC) to de- 

tect counterfeits was revised in 1998. The sampling now calls for the collection 
of five batches per year for each of the last 5 years (25 samples total) for each 
source of API at each finished dosage manufacturer. In the past, we received 
a few samples each of a large number of different drugs that was a kind of 
“shotgun” approach, hoping for a random hit. The new program is more focused 
and more likely to detect counterfeits, however, of necessity, only a few drugs 
can be addressed each year. Three drugs were selected for sampling in FY 1998, 
five drugs were selected for FY 1999, and three are targeted for FY 2000. 

2. CDER’s compliance program now directs FDA investigators as part of its inspec- 

tion assignment at a foreign API manufacturer to ask the manufacturer to pro- 
vide the FCC authentic samples of its APIs, labeling, certificates of analysis, 
container information, batch numbering information, size, and amounts of API 
produced and shipped to the U.S. The authentic information is entered into the 
API database and used for comparison to suspect samples. 
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Increased Training for FDA Import Inspectors 

FDA inspectors and investigators need accessible information to help them deter- 
mine the authenticity of pharmaceutical products. The Agency recognizes the need 
to provide training to investigators and inspectors on conducting effective API in- 
spections while providing specific information on issues involving counterfeit and 
unapproved sources of drugs as well as poor cGMP compliance. Intensive training 
sessions will be conducted in July 2000, with U.S. Customs Service officers collabo- 
rating with FDA to provide the training. These sessions will focus on U.S. Customs 
Service laws and regulations, enforcement techniques that can be used at U.S. ports 
of entry, and a U.S. Customs Service strategic problem solving-program that targets 
willful violators. While not totally focused on hulk drug imports, this additional 
training will be highly applicable to field activity in this area. 

Drug Listing 

The Drug Registration and Listing System provides information on foreign phar- 
maceutical manufacturers, based on the statutory requirement that they list the 
drug products that they ship into the U.S. However, anyone can obtain a drug label- 
er code and therefore submit a drug listing form. The drug listing does not ensure 
that authentic sources or authentic material as described in NDAs is in fact being 
offered for admission. 

To begin to address the weaknesses in the current system, a pilot program was 
initiated in the Philadelphia District to provide import inspectors with access to ad- 
ditional databases. Using CDER’s EES, which tracks drug applications, inspectors 
increase the probability of confirming authentic sourcing of APIs. The pilot was set- 
up in cooperation with ODER, who donated a stand-alone computer to provide the 
import inspector access to the EES and IND databases and other inspection data- 
bases. The system allows inspectors to retrieve additional important data in about 
three to four minutes on any API entry. 

The Philadelphia District Office is a relatively small API importing area compared 
to New York or Los Angeles. Nonetheless, this pilot has enabled Philadelphia to 
verify information on API entries on-line, and has resulted in approximately 50 less 
telephone calls to ODER seeking this information. Based on the success of this pilot 
program, the Agency is planning to expand this pilot program in stages until it pro- 
vides nationwide EES access to all import inspectors. 

Enhancing Analytical and Forensic Methodology to Analyze APIs 

It has been observed that counterfeiters are becoming more sophisticated with re- 
spect to the counterfeiting of labeling, containers, seals, and documents. Therefore, 
to detect counterfeit APIs it will be necessary to conduct forensic analysis of the 
API. 

The FCC continues to improve its ability to detect counterfeit APIs by enhancing 
its expertise, forensic methodologies, and instrumentation. Numerous APIs have 
been collected and chemically fingerprinted. Last year, based in part on these types 
of analyses, special targeted inspections were conducted in China, which resulted in 
one firm being placed on import alert and warning letters being issued to two oth- 
ers. 

Develop a Strategy for Inspection of U.S. Import Agents and Brokers 

The Agency is currently inspecting these facilities on a “for cause” basis in re- 
sponse to leads it receives about specific importers. A proposal to begin inspecting 
these facilities on a routine basis is in the FY 2001 workplan. 

In addition, FDA has already established a broker/filer evaluation program to 
audit the integrity of data submitted by customs brokers. These programs have en- 
couraged import filer compliance, and FDA is hopeful that planned enhancements 
to these programs will provide additional intelligence and subsequently increase en- 
forcement actions in the areas of counterfeit and unapproved drugs. 

Targeted Collection and Testing of Selected Imported APIs 

As described above in the discussion of FIWG actions, despite increased sampling 
and testing of foreign produced bulk pharmaceutical chemicals and finished dosage 
forms, very few problems have been detected. Changes have been made to our sam- 
pling strategy as a means to address these concerns. 

Import Alerts 

The sheer volume of imported products precludes the Agency from physically ex- 
amining every entry into the U. S. Therefore, other tools must be used to help con- 
trol the entry of products where historical data suggests products are likely to be 
violative. One approach the Agency has taken is to use Import Alerts as a means 
to disseminate information to interested parties regarding problems with imported 
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products. Import alerts have been made available on FDA’s website. These alerts 
can be used to identify problem commodities, problem shippers, or problem import- 
ers, in addition to providing guidance for import coverage. An alert may cover an 
individual manufacturer, supplier or a particular product from an entire country. As 
a follow-up to an inspection, import alerts may also issue where it is determined 
that a manufacturer is in violation of cGMPs and the firm’s status is determined 
to require ceasing distribution in the U. S. These products can be detained without 
physical examination or analysis because there is a violation of the FD&C Act. 

'The counterfeit drug initiative working group was disbanded last year. While 
counterfeit drugs continue to be an issue of concern, it was determined there was 
no specific need for a Commissioner’s Office initiative and that ORA and the Cen- 
ters are the appropriate components to manage the potential for counterfeit prod- 
ucts as part of their on-going workload. 

Challenges 

Building and maintaining a strong the regulatory framework and tools to address 
the entries from foreign countries is complex, and the Agency needs to have the 
flexibility to change as the global market changes. A healthy regulatory and enforce- 
ment system requires significant staff and resources, staff expertise, scientific meth- 
odologies and the tools to conduct testing, information systems, and access to infor- 
mation via established networks with both other countries and the industry. 

While FDA has done much in the past few years to address both the general chal- 
lenges in having a strong and viable foreign inspection program and the specific 
tools needed to combat counterfeit drugs, clearly more can be done. We look forward 
to working with you as we continue to strive to provide the protection the American 
public expects and deserves. 

I would be happy to answer any questions you might have. 

Mr. Upton. Well, thank you. As you may know, we are now 
going to have questions, and I am going to try to keep strict time 
with our questions. I am sure we will do a couple of rounds, 5 min- 
utes apiece, and we will alternate between sides. Republican and 
Democrat. The clock is now running. 

As you talked about in your statement — I guess the thing that 
grabbed me the most in your statement was that a number of us 
in the Congress, particularly this committee, have asked for more 
action taken. It seems as though a basic instinct would be that if, 
in fact, one of our domestic pharmaceutical industries, if they actu- 
ally came upon tainted compounds coming into the country, that 
the first, the very first thing that you all ought to be required to 
do is to, in fact, go after the source, inspect it and take corrective 
action, whatever it may be, so that it never happens again. 

Admittedly, the task is large: thousands of companies around the 
world sending tons of stuff into this country, without even an in- 
spector, at virtually every port; the documentation coming in so 
that you don’t even know necessarily that it is going to a pharma- 
ceutical company, but instead it is a supplier — it is a middleman, 
it is going to some warehouse and not necessarily being traced be- 
yond that. 

But your statement at the end, that Mr. Dingell and Mr. Klink — 
and I would add Mr. Upton and Mr. Burr and Mr. Bliley and oth- 
ers — would think that one of your first requirements would be that 
if one of those pharmaceutical companies identified a bad supply 
coming in, you ought to have the requirement to be notified so that 
you can go find the source. 

Now, that’s been out there for, what, a year? Why wouldn’t that 
be an immediate source of review, particularly in light of your com- 
ment today, which I have a copy of, which you probably read in the 
Wall Street Journal. It says the FDA was taken aback by numbers; 
the Commerce Committee had specifically asked the Agency to 
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check its computer records for the number of foreign drug manufac- 
turers that hadn’t been inspected. When the answer came back as 
4,600, FDA officials conceded that they were surprised, and then 
you are quoted as saying, “Surprised is probably an understate- 
ment. Concerned, definitely, and we are on it.” 

Well, if you are on it, you should make it incumbent upon our 
manufacturers to say they have got some bad stuff, can you do 
something about it. Yet you haven’t even taken up the first step, 
marching down the field, of saying you have got a requirement to 
tell us where it is coming from. 

Knowing that your staff is limited to do inspections in other 
countries — and, you know, you look at the numbers that I cited in 
my testimony, India and China and other places as well; and we 
showed documents of bad things happening — why isn’t that the 
first thing that would come to your mind? 

Mr. Baker. It is difficult to explain why that wouldn’t come to 
mind. It probably is because we look at the overall bulk product 
from the standpoint of contaminants and so forth: Is there some 
reason for rejection by the manufacturer other than counterfeiting? 

Mr. Upton. That ought to be your first line of defense. If Merck 
or Pharmacia — Upjohn or any major company, with all the dif- 
ferent things that they do and they are certainly committed toward 
safety from top to bottom, they ought to be your front-line defense 
in terms of what is going on. To not even require them to notify 
you when something comes in — ^you know, the pictures that I 
showed earlier on of the counterfeit supply and the one that’s tradi- 
tional. 

Let’s say that was an epilepsy drug and one of them works and 
one of them doesn’t. One of them is going to an individual who will 
have a seizure and perhaps die and the other one is going to be 
okay. I mean, these are life-and-death decisions, and we have to 
trust you all to make sure that it is done right. 

We see this sad case of what happened in Haiti. My sense is that 
we have got some other problems that have occurred in this coun- 
try, maybe not — without the headlines, maybe we don’t know, but 
someone has got to have that Good Housekeeping Seal of Approval 
which you have. To me, the most basic thing is when someone is 
suspected of sending something in, that somebody is on top of it. 

Mr. Taylor. Mr. Chairman, I agree with everything that you 
have said. 

Mr. Upton. I have to swear you in now. You should have prob- 
ably stood up when we did this in the beginning. But if you would 
identify yourself again for the record. 

Mr. Taylor. My name is John Taylor and I am the Acting Direc- 
tor of the Office of Compliance at the Center for Drug Evaluation 
and Research. 

Mr. Upton. If you would stand, I will swear you in. 

[Witness sworn.] 

Mr. Upton. You are now sworn in as well. 

Just in a minute, time is gone, but if you would give an answer 
and then we will continue to rotate. 
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TESTIMONY OF JOHN TAYLOR, ACTING DIRECTOR, OFFICE OF 

COMPLIANCE, CENTER FOR DRUG EVALUATION AND RE- 
SEARCH, U.S. FOOD AND DRUG ADMINISTRATION 

Mr. Taylor. Okay. Right now, as a part of the GMP regula- 
tions — those are the quality control and quality assurance regula- 
tions that dictate how pharmaceutical products are supposed to be 
manufactured to ensure their safety and efficacy — the manufac- 
turer is supposed to determine whether or not the bulk product 
they are getting is from the approved supplier. So they are sup- 
posed to have in their files information regarding the bulk products 
that they are getting. If they run an analysis and it determines 
that there are impurities or that the product is subpotent, that in- 
formation is supposed to be in their files; and as a part of our GMP 
inspections, we are looking at that and have access to this. 

Mr. Upton. I know you have access to it. The question is, if you 
have got the red flag that’s up there, why aren’t they required to 
tell you, so that you can take action like that, to go after them to 
make sure it doesn’t happen again versus, oh, it is — you know, it 
is the third year of our inspection process, and here we are, and 
maybe we find it and maybe we don’t, and — you know? 

Mr. Taylor. I agree with you. That’s the reason why I think it 
is a good idea because it gives us the opportunity on a real-time 
basis to have information regarding whether or not a product that 
is received is of poor quality; and instead of waiting between our 
regulatory inspections to discover that information, this gives us an 
opportunity to do regulatory follow-up right away, whether it be 
civil or criminal. So I think it is a very good idea. 

Mr. Upton. Well, why can’t we get it done? This has been before 
you. Again, I know Mr. Dingell is not here, but it has been before 
you for more than a year. He is not exactly a silent individual. He 
usually carries a big stick. 

Mr. Taylor. I do think we should follow up and we should follow 
up on it quickly. I know the idea was brought up before. I apologize 
for the fact that we did not run with it, but we think it is a good 
idea, and we are prepared to run with it and offer it. What we 
want to do is find the right place in the regulations where it should 
fit. 

But that’s something we think is a good idea and will help us. 

Mr. Upton. Mr. Stupak. 

Mr. Stupak. Thank you, Mr. Chairman. 

Mr. Baker, if I may, if you would bear with me for a minute, I 
would like to ask you a question or two, and I appreciate your help 
in fully understanding this issue and a related issue. 

First, I understand the tremendous strain that the implementa- 
tion of the 1997 FDA Modernization Act has put on the resources 
of the FDA. However, this issue before the committee disturbs all 
of us here today. When I couple this issue with the other informa- 
tion I have been given on another potential drug safety concern, I 
am perplexed. 

Mr. Baker, are you aware that some pharmacies are importing 
nonpharmaceutical-grade radioisotopes and illegally manufacturing 
and selling radioactive diagnostic drugs under the guise of the 
practice of pharmacy? 

Are you aware of that going on? 
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Mr. Baker. I will defer to Mr. Taylor on that. We do have infor- 
mation on that, yes, sir. 

Mr. Taylor. Yes, sir. 

Mr. Stupak. How have you responded then to the concerns of the 
legitimate manufacturers whose FDA-approved drugs are being 
copied by these pharmacies, since they have brought this problem 
to your attention about a year ago? 

Mr. Taylor. Well, my response would be, the Modernization Act 
obviously carved out some exceptions for compounding. For exam- 
ple, the fact that you don’t have to register as a manufacturing fa- 
cility, you don’t have to follow GMPs; but that same exception was 
not carved out for radiopharmaceuticals. 

Mr. Stupak. So there is no exception for them? 

Mr. Taylor. Right. As a result, radiopharmaceutical manufactur- 
ers still have to register with the Agency. 

Mr. Stupak. Right. 

Mr. Taylor. And still have to follow good manufacturing prac- 
tices. 

Mr. Stupak. You admitted a year ago they brought this to your 
attention, right? I have some letters here from June 1999, August 
1999, May 12, 2000 to a Lana Ogram. Have you succeeded her in 
that office now? 

Mr. Taylor. Well, she actually works for me. 

Mr. Stupak. Okay. In the Office of Compliance, right? 

Mr. Taylor. Yes. 

Mr. Stupak. So they work for you. So if it is your policy then to 
ensure that patients are protected from potentially unsafe and inef- 
fective drugs, why has no one responded in the last year to the con- 
cerns brought forth by these manufacturers? 

Mr. Taylor. Well, sir, I have been there 6 weeks, and when I 
first arrived, I realized that these letters were before the office. 
And we are preparing responses, not only to letters that we have 
received from manufacturers about radiopharmaceuticals, but also 
letters we have received from compounders seeking clarification on 
our policy. 

Mr. Stupak. I realize you have been there for 6 weeks. You said 
this lady, Lana 

Mr. Taylor. Lana Ogram. 

Mr. Stupak. [continuing] Ogram works for you, right? 

Mr. Taylor. Yes. 

Mr. Stupak. So has she followed up with these people? 

Mr. Taylor. Well, I know that we have drafted responses that 
are now before our attorneys and are ready to go out. She has spo- 
ken to some of these people. We have actually done, quite frankly, 
some investigatory follow-up to investigate some of the allegations 
that are in the letter, and some of that is actually ongoing right 
now. 

Mr. Stupak. Okay. 

Mr. Taylor. So we think there will be further steps in the fu- 
ture. 

Mr. Stupak. If you would, after this hearing sometime, and in 
the real near future, could you get with us? Because I would like 
to follow up more on this detail. 

Mr. Taylor. Sure. 
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Mr. Stupak. If you are doing something, we want to know what 
it is, so we can get back to these folks. I want to follow up that 
part of it. I am really interested in this very serious allegation 
here. 

They use the radioisotopes, I am sure you know, for very serious 
illnesses and diseases and for detection, and I just want to make 
sure we are doing all we can so those who are faced with a serious 
injury are getting the best possible coverage. 

Mr. Taylor. Sure. 

Mr. Stupak. Mr. Baker, if I can jump back to you then, in June 
2 correspondence to this committee, you reported that — and I am 
quoting — “The number of foreign drug manufacturers that have 
shipped to the U.S. but have never been inspected by the FDA is 
approximately 4,600.” You go on to say, in a quote again, “The 
number of such firms located in China is 623 and the number lo- 
cated in India is 409.” 

Mr. Baker, isn’t there evidence that both China and India have 
had significant problems with drug counterfeiting in the past? 

Mr. Baker. Yes. 

Mr. Stupak. Okay. What can you tell us about the 623 firms lo- 
cated in China that are apparently shipping or have shipped to the 
U.S., but have never been inspected? 

Mr. Baker. Right now, we are going through the entire 4,600 
list. That’s one of the things that I instructed the staff to do. I 
wanted answers, and I wanted answers right away. We should 
have some basic information on anyone that is shipping into the 
country. 

One of the things we are dealing with here is, a lot of these APIs 
may have been entered and then they would be in the system as 
entered from an API source, but it goes to a nonpharmaceutical 
source. So we are looking at the issues associated with those en- 
tries right now. 

Mr. Stupak. Okay. Do you know if any of the 623 Chinese firms 
mentioned above are tier 2 or tier 3 firms? Do you know? 

Mr. Baker. Yes, they may be, certainly. 

Mr. Stupak. Okay. Do we know if they meet all the current good 
manufacturing practices? 

Mr. Baker. No, we don’t. 

Mr. Stupak. We don’t know that. Okay. 

So we should be concerned then, without that knowledge, about 
products some of these companies are shipping here to the U.S. 
then, right? 

Mr. Baker. Yes, sir. 

Mr. Stupak. Okay. What about the Indian firms, the 409, are 
they tier 2, tier 3? 

Mr. Baker. Yes, sir, I am sure they are. 

Mr. Stupak. Again, we don’t know if they are — the current good 
manufacturing practices, we don’t know if they follow that stand- 
ard? 

Mr. Baker. That’s correct, sir. 

Mr. Stupak. Okay. 

You indicated in your statement that you appreciate the support 
of Congress, and then trying to do your investigation, and I men- 
tioned in my opening statement that — what are the resources you 



256 


need? If we are not providing you sufficient resources, what exactly 
do you need to really get at this issue? 

I am hearing here this morning already that letters are about a 
year old; they are not being answered; attorneys are looking at 
them; we don’t know if these Chinese or Indian firms are following. 
What do you need specifically to really enforce this, to correct some 
of these problems? 

Mr. Baker. A combination of things. Obviously, part of the solu- 
tion would be the FTEs to do a better job of inspecting. It is also 
having that comprehensive and linked computer system to ade- 
quately assess data to make sure that we are able to quantify in- 
formation that’s coming in. We are trying to pull it now from sev- 
eral independent data bases. It is not an efficient system. 

Then, obviously, we need a targeted approach to criminal inves- 
tigations, both through our Forensic Chemistry Center and our Of- 
fice of Criminal Investigations. 

Mr. Stupak. Can I ask you one more — if I may, Mr. Chairman? 

Do you know now if any of this material is being sold through 
some of the Internet Web sites to U.S. citizens that’s already coun- 
terfeited drugs or are substandard drugs? 

Mr. Baker. I am not aware of that, no, sir. 

Mr. Stupak. Okay. 

Have you done a review of it, a screening? 

Mr. Baker. We have done some purchasing of products offered 
on the Internet, and we have done some analytical work associated 
with those products. Thus far, the products have proven to be 
mostly from domestic suppliers. But then, given the scope of the 
Internet, the number of places potentially offered and our ability 
to analyze, I wouldn’t rule out that being a problem; just simply, 
we haven’t uncovered it at this point. 

Mr. Stupak. You said they were from U.S. products, but when 
we had our hearing on the Internet sales, most of the Web sites 
are from other countries. Very few are from the U.S. So have you 
checked any of the Web sites that are located 

Mr. Baker. We have been checking Web sites, yes, sir. 

Mr. Stupak. Because most of those are not U.S. products; they 
are other countries. 

Thank you, Mr. Chairman. 

Mr. Upton. Mr. Burr. 

Mr. Burr. Mr. Baker, does the FDA believe that Americans have 
died or been injured because of counterfeit or unapproved bulk in- 
gredients? 

Mr. Baker. We have information that there were certainly inju- 
ries associated with counterfeit products, yes, sir. 

Mr. Burr. Is that answer yes? 

Mr. Baker. Yes, sir. 

Mr. Burr. Mr. Taylor, you work in what capacity at the FDA? 

Mr. Taylor. I am the Acting Director of the Office of Compli- 
ance. 

Mr. Burr. Would the Office of Compliance come under the Office 
of Regulatory Affairs? 

Mr. Taylor. No. I report to the Director of the Center that ap- 
proves drugs; I report to Dr. Woodcock. We are peers. We are a sis- 
ter organization of Mr. Baker. 
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Mr. Burr. Okay. 

Mr. Baker, I understand that on Monday you met with the com- 
mittee staff. 

Mr. Baker. That’s right. 

Mr. Burr. At that meeting, the staff presented you with a con- 
fidential report on counterfeit and fraudulent practices in the hulk 
drug industry. You said, if I understood them correctly, you had 
never seen that document; is that correct? 

Mr. Baker. Yes, sir. 

Mr. Burr. Well, my understanding is that the Office of Criminal 
Investigation, which reports to you, had a copy of this report, but 
didn’t share it with you, even in your preparation for this hearing. 
Is that correct? 

Mr. Baker. I did have it in preparing for this particular hearing 
today. 

Mr. Burr. Why wasn’t it shared with you if they report to you 
and you are in charge of this? 

Mr. Baker. The information was shared with me. I didn’t recog- 
nize the document as it was presented to me. The basic information 
was shared with me in February 2000. At that point, I allocated 
funds to do some targeted inspections and analytical work associ- 
ated with APIs and importers. 

Mr. Burr. Is there a communications problem at the FDA? 

Mr. Baker. No, sir, I don’t believe so. I think we have got good 
communications across the various programs. 

Mr. Burr. Let me ask you about a memorandum that we entered 
into the record. It was a memorandum from Carl Nielsen. I believe 
he is the Director of Import Operations. I believe you appointed 
him. Is that correct? 

Mr. Baker. Yes, sir, that’s correct. 

Mr. Burr. It was a memo from him to Frank Forgon? 

Mr. Baker. Forgione. 

Mr. Burr. Forgione. Excuse me. 

This is on counterfeit imported human Rx bulk drugs. In this 
memo, Mr. Nielsen states, “It appears there have been deaths asso- 
ciated with the use of generic prescription drugs made from coun- 
terfeit bulk drugs supplied by Flavine.” 

Is that the documentation that you were referring to when you 
said the FDA believed that, in fact, Americans had died? 

Mr. Baker. That actually was referring to that documentation 
and then to adverse events that have been associated with some of 
them. 

Mr. Burr. So is there more than this memo that would suggest 
that there is a health problem? 

Mr. Baker. I don’t know that I can answer that without looking 
at a number of documents to see what we have. 

Mr. Burr. Well, I would hope that your staff, in preparation for 
this hearing, would have at least shared with you the documents 
that existed that might deal with deaths that had occurred from 
contamination or counterfeiting of drugs. 

You believe that that is taking place? 

Mr. Baker. Well, we have certainly investigated a number of 
deaths and injuries associated with counterfeit drugs and allega- 
tions of counterfeit drugs, yes, sir. 
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Mr. Burr. He also observed in this memo — let me read it, and 
I quote — ’’There is, in effect, little or no FDA control of bulk drugs 
coming into this country, and there is currently no ongoing enforce- 
ment action to serve as a meaningful deterrence to the trafficking 
and use of counterfeit or unapproved bulk drugs.” 

Have you read that statement? 

Mr. Baker. Yes, sir. 

Mr. Burr. Is that the case? 

Mr. Baker. At this time, we do not have a specific enforcement 
action going on. We do have investigations open. 

Mr. Burr. Can you share with me what the date of this memo- 
randum was? 

Mr. Baker. August 1996, I believe. 

Mr. Burr. May 15. Of what year? 

Mr. Baker. I am sorry, 1996. 

Mr. Burr. Okay. It has been 4 years since this revelation was 
made at the FDA. How long should we wait? 

Mr. Baker. I don’t think we should wait. We have to be 
proactive, and that’s what we are attempting to do now is, be 
proactive and identify 

Mr. Burr. How long have you been in your capacity? 

Mr. Baker. About a year. 

Mr. Burr. About a year? 

Mr. Baker. Yes, sir. 

Mr. Burr. So I can’t date back to 1996 and ask you from 1996 
to a year ago why something didn’t happen. That is unfair. But 
clearly the FDA, in their own memoranda, knew in 1996, May 15, 
that they had a problem; they had a problem and they had deaths. 

What has happened since you have been there that assures this 
committee that this is not continuing? 

Mr. Baker. Our ongoing efforts to improve the overall processes. 

Mr. Burr. What are those efforts? What are those improve- 
ments? 

Mr. Baker. Well, some of them we just covered in my testimony. 

Mr. Burr. Those are in response, I believe, to the fact that Con- 
gress now has this on their front burner, that John Dingell and 
Bart Stupak and Ron Klink and Fred Upton and Tom Bliley are 
concerned with this and we have come up with a series of things 
that we are going to run to the Hill and present. This is 1996, Mr. 
Baker. 

Mr. Baker. Yes, sir. 

Mr. Burr. What initiatives happened before Congress got inter- 
ested in the deaths of Americans and the counterfeit of drugs and 
the contamination of bulk drugs coming into the country? 

Mr. Baker. Well, one of the initiatives that occurred before I 
knew this was going on was in February of 2000 when I directed 
the funding of the initiative out of our Forensic Chemistry Center 
to do specific, targeted inspections and sampling and analytical 
work at specific import sites. 

Mr. Burr. I hope you understand my frustration. 

Mr. Baker. Yes, sir, I surely do. 

Mr. Burr. And this is today’s news article, and the chairman has 
already referred to it, when your quote is, “Surprise is probably an 
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understatement,” surprise that there are so many entities out there 
that are uninspected. 

Gosh, 4 years ago; a year ago you came in, we are still in the 
mode where we are surprised? I am hopeful that through this hear- 
ing you will understand the urgency of a solution to this problem. 

Mr. Baker. Yes, sir. 

Mr. Burr. Mr. Chairman, I yield back. 

Mr. Upton. Mr. Strickland. 

Mr. Strickland. Thank you, Mr. Chairman. 

Mr. Baker, much of the inability to detail precisely who these for- 
eign firms are, when they were last inspected, whether they are 
manufacturing in accordance with current good manufacturing 
practices and so on, is because of an information technology prob- 
lem. 

The FDA has a multitude of data bases that don’t properly inter- 
act with each other; is that correct? 

Mr. Baker. Yes, sir, that is correct. 

Mr. Strickland. Isn’t that mainly the problem with the OASIS 
system, or are there other systems who are at fault here? 

Mr. Baker. There are several systems that interact, that we use 
information from, in order to make assessment of products. In addi- 
tion to the OASIS system, which is the entry system for FDA, 
where we actually have items come in on a screen and our people 
look at the items for approval of entry into the United States, we 
have a FACTS data base which is our data base which covers for- 
eign establishments and domestic establishment inventory. That 
latest upgrade came on-line last September. We are developing the 
data base there. 

The OASIS system feeds information into the FACTS system; as 
an example, whenever a firm offers a new product for entry into 
the United States, it automatically updates FACTS with the infor- 
mation that this is a new manufacturer, and it creates an FEI, 
Federal Establishment Number, there. 

Mr. Strickland. Okay. The FDA obviously has had problems for 
years with these foreign inspection data bases. You have appar- 
ently been telling this subcommittee — I am fairly new to this sub- 
committee, but I think you have been telling this subcommittee for 
years that the problem is soon to be fixed. So I guess a fair ques- 
tion to ask you would be, when is it going to be fixed? 

Mr. Baker. We are making efforts at this time to go to a Win- 
dows-based environment. I have been advised that that will be in 
place by the end of 2001. That way we will be able to work better 
across the data bases structurally. 

In addition to that, I have asked — I beg your pardon? 

Mr. Strickland. I am sitting here thinking, when you said the 
end of 2001, I am thinking we could plan, execute, carry out, con- 
clude a war in that length of time. It just seems like an unreason- 
able period of time. Is it impossible for you to accomplish this soon- 
er than the end of 2001? 

Mr. Baker. Well, our Chief Information Officer basically drives 
the structure of the information systems within FDA. I don’t have 
a good answer for you why it would take that length of time. 

Mr. Strickland. I would like to yield to my colleague. 

Mr. Stupak. On this IT problem 
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Mr. Baker. Yes, sir. 

Mr. Stupak. On this IT problem, can you get back to this com- 
mittee within a month and tell us formally what you are going to 
do and how it is going to be fixed and what needs to be done to 
fix it? 

Mr. Baker. Yes, sir. 

Mr. Stupak. This has been going on for some time. I certainly 
agree with my colleague here that the end of 2001 just doesn’t 
seem right. 

I would think that within 30 days you could come back to this 
committee, under the chairmanship of Mr. Upton, and tell us ex- 
actly what you are going to do, what has to be done, how we do 
it — and hopefully it is not going to be 2001 — in writing. 

Mr. Baker. Very definitely, yes. 

Mr. Stupak. Thanks for yielding. 

Mr. Strickland. Yes. And if you can’t do it, you need to come 
back and tell us you can’t do it and why you can’t do it. That seems 
to be a fair request on our part. 

Mr. Baker. Yes, sir. 

Mr. Strickland. Mr. Baker, does the FDA have a timetable — 
well, the 2001, that’s your current timetable, the end of 2001? 

Mr. Baker. That’s for the overall architecture of the system to 
be completed and carried out across the Agency, on the wide area 
network. 

Mr. Strickland. That’s the architecture. That doesn’t mean 

Mr. Baker. Individually, it doesn’t 

Mr. Strickland. I assume architectural plans, but does that 
mean that there would be — even under your current plans, that 
this would be accomplished by the end of 2001? 

Mr. Baker. I have been advised that it is due to be accomplished 
by the end of 2001. That doesn’t mean we can’t do some things 
with our current systems, which is what I am proposing here 
today, and the information I gave you in some of my oral testimony 
of things we are going to do — we are going to do immediately. 

Mr. Strickland. Mr. Baker, what percentage of the bulk raw 
material used to manufacture these drugs globally would you con- 
sider to be counterfeit? 

Mr. Baker. I don’t know that I can quantify that, the amount 
that may be counterfeit, of a global nature. I have seen reports 
from WHO and others that indicate it could be quite high, 50 to 
70 percent. 

Mr. Strickland. Fifty to 70 percent? And then there may be 
other of these drugs that are substandard, or in other ways adul- 
terated; is that correct? 

Mr. Baker. Yes, sir. 

Mr. Strickland. Which countries are the most problematic when 
it comes to selling these substandard counterfeit bulk ingredients? 

Mr. Baker. There are quite a few countries that have been dis- 
cussed. Specifically, we have had problems with China and India, 
in fact. 

Mr. Strickland. So you would say China and India would be 
near the top of the list if you were making a judgment on that? 

Mr. Baker. Certainly they would be on the list, yes, sir. 
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Mr. Strickland. What countries are the most problematic, in 
your judgment, when it comes to selling substandard or counterfeit 
finished products, not the bulk materials, but the finished prod- 
ucts? 

Mr. Baker. I don’t know that I would have a good answer for you 
there because the capability in any number of countries is such 
that they can market counterfeit drugs. It is an ongoing problem. 
We even see it from Mexico. 

Mr. Strickland. One final question, Mr. Baker, and perhaps 
this has already been asked; I am not sure. 

But in your judgment, should the FDA require that all U.S. firms 
that import raw pharmaceutical ingredients certify in writing that 
each of their sources meets current good manufacturing practice re- 
quirements; and, if not, why not? 

Mr. Baker. Right now, we do require that they provide a certifi- 
cate of analysis or they have ongoing records, laboratory records, 
to indicate that the product meets the standards for manufacturing 
in accordance with the approval of their product. 

Mr. Strickland. But you have told us that you can’t know for 
sure if these firms meet current good manufacturing practice re- 
quirements. Apparently, that is a particular standard that is a rec- 
ognized standard. 

Would it not make sense to require these firms to provide you 
with assurance in writing that the materials they are using have 
been manufactured under these conditions? 

Mr. Baker. That may be helpful. I will defer to Mr. Taylor here, 
but I will say that they are required to, by laboratory analysis, 
demonstrate that the products are meeting a standard of purity 
there. 

Mr. Strickland. But not necessarily meeting the standard of 
current good manufacturing practices? Is that right? 

Mr. Taylor. Well, I just want to expand on his answer. 

For prescription drugs, as a part of the approval process, when 
an approval packet is submitted to the Agency, one of the pieces 
of information that also must be submitted is the name of the sup- 
plier of the bulk product, essentially the active pharmaceutical in- 
gredient. When that information is provided to the Agency, the 
Agency is then required to go to that facility and inspect to deter- 
mine whether or not they are in compliance with good manufac- 
turing practices. If they are not, then not only does the approval 
not move forward, they are not allowed to import that product into 
the United States. That’s for prescription drugs. 

Now, obviously we have talked today about the fact that there 
are some facilities that we don’t know about and we have to do a 
better job with that; and some of those facilities might be supplying 
materials for over-the-counter products, which would not fall with- 
in this preapproval rubric. 

But my point is that they are supposed to be in compliance with 
GMPs. They are supposed to provide that information to the Agen- 
cy about the compliance with GMPs so that we can go out and 
make sure that their statements are correct. 

Mr. Strickland. Thank you, Mr. Chairman. 

Mr. Upton. Mr. Bryant. 
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Mr. Bryant. Thank you, Mr. Chairman. And we are going to 
have to be subject to leave here and vote, and I want to be very 
brief in my questioning. 

Understanding that you have only been in your position a year, 
I mentioned in my opening statement my concern about not — since 
1996, not coordinating with Customs. And perhaps you could, if you 
don’t know the answer as to why that’s not ongoing, you could later 
file a letter as an exhibit to your testimony with an explanation as 
to why that’s not being done; and hopefully, maybe, some indica- 
tion that your office might reconsider that. Is that fair? 

Mr. Baker. Yes, sir. 

Mr. Bryant. Now, in your position, are you the person that has 
the authority to control the agents out in the field, the ones at the 
places of entry in this country and wherever else you have inves- 
tigators trying to work on this problem of counterfeit bulk drug im- 
ports? 

Mr. Baker. Yes, sir. 

Mr. Bryant. You are the person responsible? 

Mr. Baker. Yes, sir, the field operations report to me. 

Mr. Bryant. Now, where does Mr. Taylor fit into this with you? 
If you could be brief 

Mr. Taylor. Sure. 

I head the Office of Compliance within the Center for Drugs. The 
Center for Drugs is a sister agency within FDA, and we help ORA 
determine whether or not a specific manufacturer or a specific 
product is in compliance with Federal law. 

Mr. Bryant. Okay. 

Now, Mr. Baker, is your job 100 percent dedicated to this par- 
ticular problem, or do you have other responsibilities in the area 
of regulation? 

Mr. Baker. We regulate all foods, drugs, medical devices and cos- 
metics, and the attendant problems associated with those. So we 
cover the spectrum. 

Mr. Bryant. Do you have somebody in your office whose job it 
is to be 100 percent dedicated to this particular problem of import- 
ing counterfeit bulk drugs? 

Mr. Baker. No, sir. 

Mr. Bryant. Where I am going with this is trying to find within 
the scheme, the chain of command, who can come in here and we 
can complain to. We have got a lot of responsibilities and we cover 
the land up here. We expect people like you, or whoever in your 
office is in charge of this problem, dedicating 100 percent of their 
time and assets to that to do a better job in this situation; and it 
is not happening. 

So every year or two we have to drag you folks in and gripe and 
moan at you; and then nothing seems to happen, particularly in 
this case, since we are going back to 1996. 

I am just wondering, if that was my job, 100 percent of the time, 
to make sure that we have enough agents out there at the ports 
and doing these inspections and operating the computers so that 
the data bases can come together and maybe working with other 
agencies like the Customs to do this, that’s who I want to know. 

Whose job is it to do that? Because obviously they are not doing 
a good job. And if we could get those people motivated, maybe we 
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wouldn’t have to do this, you know, devote our time to this over- 
sight. 

Mr. Baker. We do have a Director of Import Operations. That’s 
Mr. Carl Nielsen, as they mentioned earlier, and that covers our 
import activities. Our foreign inspections are covered another com- 
ponent within ORA. There is ongoing communication between 
those. 

Mr. Bryant. I would like to know if Mr. Nielsen is concerned 
with the fact that of the 310 points of entry we have only got 68 
full-time equivalents in the field. And I am sure that — at the 68 
that are covered, I am sure we have several at one location, so 
probably more than 

Mr. Baker. Actually, sir, that’s the way they set it out, based on 
funding. We have about 254 people in the field reviewing all FDA- 
regulated products. About a quarter of their time is spent review- 
ing drug imports, and so that’s where the 68 came out as an FTE 
figure. We actually have about 254 people in the field. 

Mr. Bryant. I am going to read you a couple of quick questions 
because my time is running out, and we have got a vote. You can 
again late-file your answer to these. 

Would you favor assigning agents from the Office of Criminal In- 
vestigations or other FDA personnel to post in Asia and Europe for 
the primary purpose of gathering information in support of this 
counterfeit drug initiative? 

Second, has the EDA considered a joint EDA industry effort to 
develop a program to eliminate counterfeit bulk drugs? 

Third, would you favor developing new systems within the EDA 
to identify counterfeit drugs and other unapproved or illegal drugs 
that enter the country? 

Eourthly, does the FDA favor exploring new technologies to help 
ensure the safety and security of our drug supply, such as tagants 
and drugs on containers or labels. 

And finally, this is important, what in your opinion can this com- 
mittee or Congress do to approve your ability, the FDA’s ability, to 
further assess the problem and investigate, interdict and control 
counterfeit drugs? 

If you could maybe get a copy of this testimony and answer those 
specific questions, as well as this issue of the Customs, I would ap- 
preciate it very much. 

Mr. Baker. Yes, sir. 

Mr. Upton. I would just note that we do have about 5 minutes 
left in the vote, so we will temporarily adjourn here and we will 
come back at 12:45. 

[Brief recess.] 

Mr. Upton. Welcome back. We are not expecting a vote for a cou- 
ple of hours, but I don’t expect this subcommittee hearing to go on 
for a couple hours more either. So I think we will be okay in terms 
of the timing. 

I know a couple of members are on both sides of the lanes here, 
and again we have other subcommittees within our committee 
meeting, and many of us are on multiple committees. And we have 
an important piece of legislation on the floor; I know that I have 
an amendment that will be up a little bit later this evening as well. 
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Mr. Baker, I don’t know if you saw this article a couple of weeks 
ago, it was in Dickinson’s FDA Webview. There is an article enti- 
tled “Counterfeit Bulk Drugs Not a Health Issue for United States, 
FDA Says.” 

The article went on to say that “Counterfeit bulk drugs entering 
the U.S. are not a public health problem for this country, FDA Cen- 
ter for Drug Evaluation and Research Director Janet Woodcock told 
FDA Webview yesterday.” The article went on to further say that 
Woodcock said that “Counterfeit APIs have a low priority at FDA 
because U.S. manufacturers have not expressed heightened concern 
about them and finished dosage form makers are the ones respon- 
sible for assuring the integrity of drugs sold in the United States.” 
All of that being in quotes. 

What is your reaction to the statements attributed to Ms. 
Woodcock? Are they accurate? 

Mr. Baker. Well, Mr. Chairman, I would have to say, obviously 
we believe there is a counterfeit problem, both in this world and 
potentially within this country. We have had problems quantifying 
that, obviously. 

What I think Dr. Woodcock was speaking to was simply the con- 
trols within the domestic supply whereby the manufacturers are 
doing heightened testing and certificates of analysis associated 
with the products. So I don’t believe she was saying that coming 
into the country, that this may not be a problem. I think she was 
saying — addressing the domestic supply. 

Mr. Upton. Now, you all, as I understand, agreed to spend some 
money to investigate this; is that right? 

Mr. Baker. Yes, sir. 

Mr. Upton. How much money was that that you 

Mr. Baker. The recent one was $59,000 for purchasing of prod- 
ucts for analytical work. 

Mr. Upton. Tell me exactly what the money was to be used for. 
I mean, what was the money supposed to do? 

Mr. Baker. We are going to be targeting specific importers, par- 
ticularly those that have a heightened profile for importing and dis- 
tributing counterfeit product, plus targeting and sampling for anal- 
ysis and analyzing product that would fit the profile of a poten- 
tially counterfeited drug. 

Mr. Upton. Are you going to look at India and China as part of 
that? 

Mr. Baker. Yes, sir. Their products would be some of those that 
would be looked at, yes, sir. 

Mr. Upton. All right. When you begin to look into those two, and 
I think it was Mr. Stupak who raised the large number of firms 
over there that, in fact, there are no inspections. 

Are you having trouble with the governments of those two coun- 
tries? What is the access to those facilities like? 

Mr. Baker. We have been provided access to the facilities that 
we have asked to inspect. We do go through the process of notifying 
the foreign government, establishing the travel, and then con- 
ducting the inspections. 

Mr. Upton. Have you ever been denied access? Is there a case 
where you have been denied access to look at some of those firms? 
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Mr. Baker. I am not certain. I would have to check. I am not 
aware of it, though. 

It is no. I am told it is no. 

Mr. Upton. It has never happened. According to the June 1998 
gold sheet, William Grosse, quality assurance director at Eli Lilly, 
spoke about the growing threat of counterfeit bulks at the meeting 
of the Drug Information Association. He said, “sooner or later, we 
are going to have a catastrophe” in the United States. He men- 
tioned that the sale of counterfeit products worldwide is increasing 
at a rapid rate. He cited figures suggesting that 40 to 60 percent 
of drug products sold in Malaysia and Indonesia, 25 sold in Mexico 
and 78 percent sold in the United States are counterfeit. 

He went on to say that manufacturers are collecting a lot of in- 
formation on the problem but do not have a very good place to take 
it. 

That sort of goes back to my initial question at the beginning. 

In light of that article, is Dr. Woodcock’s assertion that U.S. 
manufacturers have not expressed a heightened concern an accu- 
rate one? 

Mr. Baker. They have expressed the concerns to us about the 
overall counterfeit situation. We do have ongoing dialog with their 
security chiefs, and we have routine meetings to discuss issues as- 
sociated with counterfeiting and other problems in the drug indus- 
try. 

Mr. Upton. Has there been an outcry by the pharmaceutical in- 
dustry that they would like to have you all regulate or get an an- 
nouncement, some notification, information, when, in fact, they 
suspect that they have received tainted compounds? 

Mr. Taylor. Not that I know of, Mr. Chairman. 

Mr. Upton. You know, we thought on this panel that it is a wise 
idea. I am just wondering if they have voiced such support inde- 
pendently as well. 

Mr. Taylor. No, sir, and even though I think it is a good idea, 
I am not sure how that good idea will be received. When we put 
the idea out, we are going to have to do so as a part of rulemaking, 
and that will give industry and others an opportunity to comment. 
But I have not heard anything as of this date as to whether or not 
industry likes that idea. 

Mr. Upton. Okay. 

Mr. Strickland. 

Mr. Strickland. Thank you, sir. 

Mr. Baker, how often is the FDA supposed to be inspecting for- 
eign firms that export drugs or drug products to the U.S. for GMP 
practices? 

Mr. Baker. Well, it would be great if we could impose the same 
standard on them that we do on our own domestic suppliers. The 
reality of our inspections, is that they are driven by the application 
process, that is, to get a drug approved, and then we go to the 
tiered process after that as a follow-up surveillance, or going in for 
cause. 

Mr. Strickland. What is the practice for our own domestic 
firms? 

Mr. Baker. We try to get in there at least every 2 years, more 
often for cause. 
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Mr. Strickland. Two years? 

Mr. Baker. Yes, sir. 

Mr. Strickland. Now, it has been confirmed with your staff that 
there are several incidents where firms, these foreign firms that ex- 
port to us, haven’t been inspected by an FDA official in at least 7 
years. Why is that? 

Mr. Baker. Quite honestly, sir, a good bit of it has to do with 
the resources available to do the overseas inspections. 

Mr. Strickland. Do you think 7 years is too long? 

Mr. Baker. Yes, sir. 

Mr. Strickland. What if a foreign firm makes significant 
changes in their practices during this extended intervening period 
of time between inspections; how would the FDA know such 
changes have occurred if it doesn’t inspect more frequently? It 
wouldn’t, would it? 

Mr. Baker. No, we may not. They are obligated to tell us about 
any changes in the processes, and hopefully, if it is an API firm, 
the final dosage manufacturer will be notified and they will know 
about any changes. 

Mr. Strickland. What are the implications of these infrequent 
inspections on public health? 

Mr. Baker. Well, again, that’s hard to quantify, but it certainly 
would be an at-risk situation. 

Mr. Strickland. So we can reasonably conclude that because 
these inspections are not occurring, that American citizens who 
purchase products which may be made from these imported goods 
are at risk; is that a reasonable conclusion? 

Mr. Taylor. I am not sure we can draw that conclusion. 

Mr. Strickland. Do you conclude that they are not at risk? 

Mr. Taylor. No, I cannot conclude that, either. I think that by 
not having regular inspections at a shorter interval, obviously it 
does not serve the same deterrent effect as if we were in there over 
and over again, but I am not sure I could draw the conclusion that 
negatively 

Mr. Strickland. Well, if there aren’t health and safety implica- 
tions to the inspection process, why have an inspection process? 
And if the inspection process is not occurring in a timely manner, 
it seems very reasonable to be able to say here today that Amer- 
ican citizens are being placed at risk due to a lack of inspection. 
Is that — I am not trying to be unreasonable. 

Mr. Taylor. Right. 

Mr. Strickland. But I don’t want us to be fuzzy about our con- 
clusions when we don’t have to be. 

Mr. Baker. The potential is there, yes, sir. 

Mr. Taylor. That’s right, and that’s why we have those regula- 
tions in place in the first place. 

Mr. Strickland. The FDA has clearly defined its resource limi- 
tations in the area of conducting these GMD inspections on foreign 
firms. What are the limitations, in your judgment, and specifically, 
and if you could be as candid as possible, what do you need in 
order to do an adequate job, what resources? If you can name an 
estimated amount of money or a number of inspectors, what is it 
specifically that you need that would enable you to come before us 
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a year from now, and we would all be very pleased with what had 
happened in the intervening 12 months? 

Mr. Baker. Fine. Right now we have 175 FTEs that are avail- 
able to do foreign drug inspections, that are drug inspectors avail- 
able for foreign drug inspections. I would like to add that they also 
have domestic responsibilities, so they have to cover the domestic 
side as well. We are pulling personnel out of the domestic side any 
time we do these foreign inspections. That’s one issue. 

Having the IT available, which we have discussed earlier, where 
we can get meaningful data and have it real-time available to our 
inspectors is another issue. When I came on board here a year ago, 
we didn’t even have all of our investigators equipped with laptop 
computers, which they are now. 

Mr. Strickland. Mr. Baker, I don’t see why you just don’t, if 
necessary, contract with some firm that has the expertise necessary 
to do this, bring them in and in perhaps 2 months, that seems like 
a reasonable period of time, have this IT problem solved. It just 
seems that this is a problem that doesn’t need to drag on and on 
and on. 

Mr. Baker. Absolutely. I totally agree. 

Mr. Strickland. I want to ask you, sir, if you would provide to 
us, and Mr. Chairman, I would like your support on this request, 
if I could have it. It seems reasonable that we would ask for a for- 
mal plan within 2 months as to how you plan to accomplish this, 
and in that plan, you lay out your problems and lay out your lack 
of resources, if there is a lack of resources. That seems like a rea- 
sonable request from us, and I would like for you to agree today 
to do that. 

Mr. Baker. We will do that, yes, sir. 

Mr. Strickland. One final question, Mr. Chairman. 

I am intrigued by the problems with China and India, especially 
that have been noted here. Do you know that if China was a part 
of the World Trade Organization, that our ability to prohibit them 
from sending in these materials into our country would be inhib- 
ited — that our enforcement ability would be inhibited because of 
their membership in the World Trade Organization, if we could 
keep that from happening simply because their firms did not meet 
FDA inspection or approval or standard? Could you answer that for 
me. 

Mr. Baker. I don’t know if I can. I don’t know what the impact 
is of them entering the WTO and the problems associated with 
GMPs. I don’t know. I am not a trade lawyer. 

Mr. Taylor. I don’t know the answer, either, but we certainly 
can get back to you with an answer. 

Mr. Baker. Yes, certainly. 

Mr. Strickland. If you would, I would find that very helpful, 
and one further question. Why don’t we just decide that if a coun- 
try is engaging in these practices, or foreign firms in these coun- 
tries are engaging in these practices and they are identified, that 
we just simply say we are not going to allow business with you in 
the future? 

Mr. Baker. Well, there are Customs laws and there are also, of 
course, the FDA laws that drive appeal rights and everything else 
associated with entering products into the country, and importers. 
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like anyone else, would have their day in court. So it would he a 
difficult situation to stop it out of hand. I don’t know that anybody 
has the authority just to make that declaration. 

Mr. Strickland. Well, I fear that China’s involvement in the 
WTO may make the ability to regulate and enforce even more dif- 
ficult. So if you would get back with me on that issue, I would ap- 
preciate it. 

Mr. Taylor. Certainly. 

Mr. Baker. Sure. 

Mr. Strickland. Thank you, Mr. Chairman. 

Mr. Upton. Thank you. 

Mr. Baker, in the letter that was sent to Chairman Bliley May 
31, the FDA says, at this time there are neither specific allegations 
concerning bulk counterfeit drugs nor any concern of a systematic 
problem. 

I want to just refer again to some of these letters, which I think 
you have a copy of. Maybe you can turn them around. You will see 
the same, just so that Mr. Baker can see them. 

This is a fairly clear case, I think you can see, of a firm trying 
to repackage, actually the other letter you will see it has the same 
signature, but they are actually trying to show the original source 
of these compounds to be from West Germany, which, of course, 
would have been prior to 1990 — instead of coming in from China. 

In light of the poor inspection in China, and this being a prob- 
lem, I just find it difficult to believe that you weren’t aware of any 
systematic problem, and that this should not have been — or this 
should have been referred to the IG or to somebody who actually 
could have begun to look into this. I mean, we are frustrated on 
this panel. Republicans and Democrats alike, with trying to make 
sure that, in fact, there is a safety net out there. You all have that 
responsibility. Yet, there are literally thousands of companies that 
we don’t know about. We saw the well-publicized deaths, the 89 
deaths in Haiti; your admission that, in fact, we have had problems 
in this country, and just some basic investigatory tools that ought 
to be utilized, it just seems, haven’t been done. That’s our frustra- 
tion up here. I know I speak for Republicans as well as Democrats 
when I say that. 

We want to make sure that you have the tools, that you have the 
FTEs, full-time equivalents, the people that are in power. We want 
the pharmaceutical companies to be able to tell you with 100 per- 
cent certainty whether, in fact, the material they are getting is safe 
or not, and not only the big players, the Eli Lillys, the Mercks, the 
Pharmacies, the Upjohns, but the generics, too. They make billions 
of pills for a variety of different medicines — whether it be aspirin 
or a number of other things, particularly when the patents expire. 

It seems as though there has been ample evidence, whether it is 
the materials here or others, that, in fact, the FDA should have 
acted on, should have promulgated some regulations, should have 
been able to get some feedback, particularly in light of the fact that 
you admit that there are problems that are out there. That’s what 
frustrates us. 

Mr. Baker. Well, we have taken the situation seriously. We have 
initially trained, we have completely trained 30 FTEs, specifically 
in the area of counterfeiting, and we are taking that training out 
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beyond that 30. In addition, in July, we are going to be doing Cus- 
toms training with our staff, and the Customs Service is going to 
be instructing on their laws. We are going to do some strategic 
problem-solving and a number of other things so that our people 
are better able to work jointly with Customs and can use authori- 
ties vested in Customs law to get at some of these various counter- 
feit issues here. 

So we are taking it very seriously. I can tell you we also have 
some frustration and we will move forward with these things. 

Mr. Upton. Now we have more port of entries for these products 
than we have inspectors looking out for it, is that right? 

Mr. Baker. Yes, sir, that is true. In the instance of APIs, though, 
we have about 90 percent of them going into roughly 8 to 10 ports. 
So we are able to concentrate some resources to deal with APIs in 
certain areas, but it doesn’t solve the overall situation, and as you 
are aware, we do get APIs in all of those ports, although maybe not 
in large numbers. 

Mr. Upton. As I understand it, as these products come in from 
overseas, they are not necessarily saying they are going to Merck 
or Pharmacia or Upjohn. It is going to ABC warehouse, you know 
ABC trucking firm — I mean, it is going to some, I almost want to 
say “generic,” I won’t, but perhaps some nonpharmaceutical name 
and once it is there, it is gone, right? I mean, you can’t really track 
it, is that right? 

Mr. Baker. It makes it most difficult, yes, Mr. Chairman. In fact, 
we are dialoguing right now to see what our regulatory authority 
is to require the identification of the ultimate consignee. That is 
something we are looking at to see if we do have the regulatory au- 
thority to do it. 

Mr. Upton. Could you let us know? When do you expect to come 
up with a conclusion to that question? 

Mr. Baker. I hope to have it within the next 3 or 4 weeks. 

Mr. Upton. I think we would like to know what that answer will 
be. 

Mr. Baker. We will be happy to inform you, yes. 

Mr. Upton. Where can we be helpful? What roadblocks do you 
see? I mean, are there some other things that have been identified 
that we have not touched on today? 

Mr. Baker. No, we have done a pretty good job of touching on 
things today. 

Mr. Upton. Yes. This was something I was going to ask. What 
about the ability to get criminal records from law enforcement 
agencies from across the land, across the ocean, from foreign law 
enforcement authorities on Custom brokers? 

Do you have that authority? 

Mr. Baker. We have had good working relationships with a num- 
ber of the foreign entities and have been able to get records, but 
obviously you can’t always get records, depending on the country. 

Mr. Taylor. Yes. I believe our experience is varied, depending on 
what country we are dealing with. So there have been instances 
where it has been difficult to get that information in the past. 

Mr. Upton. What countries have been particularly difficult? 

Mr. Taylor. Well, at one point in time, and this has improved 
dramatically, so this isn’t the case today, when we were inves- 
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tigating Flavine several years back, we had problems with the Ger- 
man authorities sharing information with us. But our relationship 
with them is strong today, and that’s no longer the case, and we 
used that case as a good stepping stone to building a better rela- 
tionship. 

Mr. Upton. Going back to the problem with the Haitians’ deaths, 
what was the FDA’s reaction to those 89 deaths? Was there any 
tracking here in terms of those same substance coming from China 
that may have tainted our supply at all? Was there any red flag 
that went up right away? 

Mr. Taylor. Sir, I apologize. I don’t know. I wasn’t intimately in- 
volved. 

Mr. Upton. You weren’t there. 

Mr. Baker. I was in the State of Texas. I can tell you that there 
was quite a bit of investigative activity at the Federal and State 
levels when that occurred, to ensure that we didn’t have product 
in our markets, but I was not at the FDA at that time. 

Mr. Taylor. I was just informed that we did put an import alert 
in place and we followed up on the shipments. The import alert 
was put in place so that the product could not continue to come in 
from China, and there was other follow-up to trace the shipments 
of the product itself at that time. 

Mr. Upton. Was any found? 

Mr. Taylor. Apparently, the answer is yes. 

Mr. Upton. I knew the answer. And what happened? 

Mr. Taylor. It was destroyed, apparently. 

Mr. Upton. So it could have happened here? 

Mr. Baker. Yes. 

Mr. Taylor. It is possible, yes. 

Mr. Upton. Do you know — and I don’t know the answer to this. 
Do you know how much was found? How many shipments? What 
the size of the product was? And where was it found? Where in the 
pipeline was it? 

Mr. Baker. One in California and on the East Coast. There were 
two shipments that we found that were basically in the pipeline at 
the time. 

Mr. Upton. I mean, I just can’t imagine a greater nightmare for 
a family, you know, to find out that something that they might buy 
over-the-counter or prescribed by their physician, usually an indi- 
vidual of great trust, just to find out that it was tainted, and, you 
know, may cause some serious illness or even death. That’s why 
this subcommittee feels very strongly that we want protection, and 
it has got to be perfect. When we are able to identify, whether it 
be documents like this or stories of what has happened in other 
countries and by chance, thank God, find them before they impact 
Americans, that you have the tools to protect us all. 

Again, it goes back to the pharmaceutical companies don’t want 
to have a tainted product out there. No way. I would like to think 
that the Agency would, in fact, deliver on what is a request by a 
number of us here to make sure that that communication channel 
is wide open, and that when there are serious threats or uncover- 
ing of evidence to suggest that a certain firm or a certain plant 
anyplace in the world is delivering a product that’s less than ade- 
quate, that you have the tools to go right away to make sure that 
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it is stopped, that there are consequences for that firm as well as 
perhaps individuals, and that we have an Iron Curtain of pre- 
venting that stuff from getting into the mainstream. 

That’s your role and from up here on this dais we want to make 
sure that you have the tools to do that. So I would suggest your 
message back to the people that work for you and the people that 
you work for is that that message be heard loud and clear when 
you get back to your office this afternoon. This is something that 
I think we want to continue to follow up on, and whether it be July 
or September, to have another hearing to find out exactly what is 
going on. And that we do a job as well listening to some of the 
pharmaceutical firms and others to find out how we can better help 
you make sure what happened in Haiti, and has happened in the 
United States — maybe we have discovered it, maybe we haven’t — 
the system is in place so that we don’t have any questions. 

I guess one last question here. We have got an e-mail that was 
dated November 1997 from then-Deputy Commissioner Mary 
Pendergast concerning an international drug trader called Helm. I 
don’t know if you are familiar with that. Do we have that that we 
can share with them? I don’t know if you are familiar with this off- 
hand. 

She writes, and I quote here, that “Helm Voss are notorious in 
other parts of the world for not telling the truth about what they 
are shipping. 

“Apparently several countries around the world have blacklisted 
them because of adverse health consequences resulting from their 
products about which they have lied or concealed the truth. Appar- 
ently, they are big” — this is all quoted. “Apparently they are big 
into switching labels and the like.” 

Do you know if the FDA has ever looked into that e-mail or the 
allegations as to whether it is true or accurate or not? 

Mr. Baker. Mr. Chairman, I am familiar with the Helm issue. 
I am not familiar with the details of the case. I wasn’t anticipating 
testifying on that. 

Mr. Upton. Would you be able to respond 

Mr. Baker. Yes, sir. 

Mr. Upton, [continuing] in writing back to the committee within 
a week or so and we will share it with both sides? 

Mr. Taylor. Absolutely. 

Mr. Baker. That will not be a problem. 

Mr. Upton. Here is a copy of the e-mail for you. I think that will 
be helpful. 

Again, I appreciate you coming up today. Next time we would 
like to have your testimony so I can take it home a night or two 
before the hearing. 

I want to compliment the staff on both sides for making sure 
that we were prepared and have been able to walk through this, 
and the members that were here today, and we look forward to 
having you again 

Mr. Baker. Mr. Chairman. 

Mr. Upton, [continuing] to talk about the progress. Dr. 
Henney — and to talk about the progress that’s been made from 
today knowing some of the details that we were alerted to. 

Do you have a closing statement that you would like to make? 



272 


Mr. Baker. Mr. Chairman, I would like to thank you and thank 
the committee for having us here today and for listening. There are 
a number of issues clearly that have to be resolved. There are prob- 
lems. We fully acknowledge that. The one thing I do is solve prob- 
lems. That’s part of my job. I am here today because I am the new 
guy on the block and these people report to me. And I am prepared 
to take the hits for that. We will correct these problems to the ex- 
tent we can, and you will know what our problem areas are and 
what our resource needs are. It’s our duty to let you know. 

Mr. Upton. Well, we want to make sure that you succeed. It will 
require some follow-up. Thank you. 

[Whereupon, at 1:20 p.m., the subcommittee was adjourned.] 

[Additional material submitted for the record follows:] 

Prepared Statement of John T. Rietz, President and Chief Executive 
Officer, Isotag Technology, Inc. 

Mr. Chairman: My name is John Rietz and I am President and CEO of Isotag 
Technology Inc., with offices in Texas, Florida, and New Mexico. Thank you for the 
opportunity to submit this statement for the record and I commend you for con- 
vening this important hearing. 

ISOTAG Technology, Inc. provides the world’s leading covert identification prod- 
ucts and services. Our patented technology, which was originally developed at the 
Los Alamos National Laboratory (LANL), offers economic solutions for anti-counter- 
feiting, anti-diversion, product liability protection and quality and process control 
management. 

ISOTAG’s unique combination of technology, detection, data management, deci- 
sion support, and enforcement will effectively and conclusively solve the counter- 
feiting of bulk drugs. We believe that our comprehensive, complete solution offers 
the best assurances for the purity of medicines taken by all Americans. 

ISOTAG’s products and services include: 

1. Molecular Tagging — ISOTAG provides a unique, covert molecular fingerprint, 
introduced during the drug manufacturing process, which provides forensic proof of 
authenticity and purity. 

2. Inviable Inks — ISOTAG recently acquired invisible ink technology, which was 
developed by Eastman Chemical Company, called Clircode. This patented technology 
operates in the Infrared area of the spectrum, which overcomes some of the inherent 
problems associated with invisible UV inks. Clircode can be applied at multiple 
points in the drug distribution process such as packaging, boxes, labels or holograms 
and are detected via hand-held readers and cameras. 

Clircode, in conjunction with the molecular ISOTAG, provides cost-effective and 
complete protection against all potential counterfeiters and diverters. 

I would be most pleased to present our state-of-the-art technology and a proposal 
providing a solution to the current bulk drug counterfeiting problem to the com- 
mittee at your convenience. Additionally, we would be pleased to make a presen- 
tation to the appropriate officials at the Food and Drug Administration to assist in 
their efforts to stop the flow of counterfeit drugs coming across our borders. 

In conclusion Mr. Chairman, I want to thank you again for the opportunity to par- 
ticipate in this important hearing. I would be pleased to respond to any questions 
you might have as you continue in your efforts to protect the health of all Ameri- 
cans. 
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To: 

Fron: 

Certify: 

Siabject: 

Date: 

Attached: 


To: 


From: 
Date: 
Attached : 


Jon HimteDEXO@FDAORAHO, Oary Pierce@DBXO@FDAORAHQ 
Gary t rceeDBZO@FDAOHAKQ 
N 

more on in'temational l«a>eling 
Thursday, November 13, 1997 at 11:51:55 am BST 
N^e 

------ Original Message -------------- 

Ron ChesemoraeACRAQFDAORAHQ, Jerry Vince@ORO@FDAORAHQ, Gary 
PlerceeDElO@FDAORAHQ, Thomas GardlneQlO@FOAORAHQ, Jack 
MitcholieiNVESTIGATIWSSFDAOC, Jason BrodskySOPA-BMSgFDAOC, 
Halter Batts@5lA0FDAOC, John UicasgOIAgnJAOC, Marilyn 
Veek@OIA@FDAOC 
Mary Pendergastgxo^FDAOC 

Timrs^y, November 13, 1997 at 11:25:05 am EST 
None 


To all: I have from a %^ry good source some interesting information X went 
to share with yo\x relating to the OEG/Haitl/China situation, aa:^ 
international trade generally (sOTte of this may already be known to some of 
you): 

1) Helm, AG is the parent company for Vos. Vos had taken the contaminated 
glycerin from Metall*-Chemie and shipped it to Haiti. Earlier we learned 
that before Vos shipped the drums of glycerin to Haiti, Vos had taken a 
sample -Of the drums, but we were told that Vos never tested the sample, and 
then destroyed the sample. 

The information I received is that Vos took the sample, then shipped the 
drums, but then Vos actually did the testing on the glycerin, learned that 
it was very sub-standard, but Vos didn't recall the drums or warn Parval 
{even though the drums had not even reached Haiti by the time Vos knew that 
the glycerin was not USP glycerin). There is a criminal prosecution for 
murder being developed by the Netherlands government against Helm/Vos. 

2) Helm/Vos are notorious in other parts of the world for not telling the 
truth about what they are shipping. Apparently several countries around 
the world have blacklisted them, and refuse to accept any shipments of any 
p3rodt:cts from them, because of adverse health consequences resulting frcm 
their products, about which they lied/concealed the truth. Apparently they 
are big into switching labels and the like. 

3) There will be futher big time press interest in the Helss/Vos story as 
an example of the shady world of international trading, and how no one can 
really know what they are getting, etc. 

Obviously, it leTUid be nice, when this next round of press hits, to be able 
to say that we have sj ems in place so bad guys 1 s Halms/Vos don't ship 
here, and that everything that comes into this country is true and properly 
labeled or subject to criminal prosecution, etc etc etc. 

Do we have an application Integrity program for brokers/shippers? Do we 
need one? 


Call me if you have any questions, xn the meantime, please do not share 
this information with anyone outside of the agency, even with other 
agencies, ax^ share it only selectively inside the agency. 


Thaitics. Mary 



274 


Department of Health & Human Services 

Food and Drug Administration 

July 25, 2000 

The Honorable Fred Upton 
Chairman 

Subcommittee on Oversight and Investigations 
Committee on Commerce 
House of Representatives 
Washington, D.C. 20515-6115 

Dear Mr. Chairman: Thank you for your interest in the safety of pharmaceutical 
drugs in the United States (U.S.). This is in follow-up to the Subcommittee’s June 
8, 2000, hearing on counterfeit bulk drugs. Mr. Dennis Baker, Associate Commis- 
sioner for Regulatory Affairs at the Food and Drug Administration (FDA or Agency) 
was asked to provide information for the record. 

We have restated the questions in the order they were asked, followed by our re- 
sponse. 

1. Mr. Stupak — Provide information on the status of actions taken regarding the 
importation of non-pharmaceutical grade radioisotopes and the manufacturing and 
sale of radioactive diagnostic drugs under the guise of the practice of pharmacy. 

FDA has been evaluating how to treat the compounding of radiopharmaceuticals 
in light of statutory changes mandated by the Food and Drug Administration Mod- 
ernization Act of 1997 (FDAMA), Public Law 105-115. Specifically, FDAMA added 
a new Section 503A to the to the Federal Food, Drug, and Cosmetic Act (the Act) 
which creates exemptions for compounded products from certain provisions of the 
Act. Section 503A(e)(2), however, provides that Section 503A does not apply to radio- 
pharmaceuticals. 

We expect to issue responses to a number of inquiries on this matter very soon, 
and we will, at that time, be able to provide the Committee with more detailed in- 
formation regarding our enforcement policy. 

2. Mr. Bryant — Why is FDA not working with the Customs Service on counterfeits 
and will FDA reconsider that position? 

FDA has worked with the U.S. Customs Service (USCS or Customs) on specific 
counterfeit drug investigations in the past, and will continue do so in the future 
when warranted. 

The Flavine counterfeit investigation and prosecution, completed in 1996, was a 
long-term joint investigation worked by FDA’s Office of Criminal Investigations 
(OCI) and Customs. The reason OCI has not worked with Customs on counterfeit 
bulk drugs since 1996 is because no substantive information identifying a counter- 
feit bulk drug entering the U.S. has been brought to the attention of OCI or Cus- 
toms since that time. 

OCI has a cooperative working relationship with Customs, including a Memo- 
randum of Understanding with Customs providing for all OCI agents to be cross- 
designated as Customs officers. OCI currently is working a number of on-going in- 
vestigations with Customs involving unapproved and counterfeit finished human 
drugs and adulterated or misbranded medical devices and foods. The Customs Serv- 
ice in recent testimony before the Committee on May 25, 2000, stated, “Customs 
also has several ongoing investigations involving U.S. persons operating foreign 
pharmaceutical websites. All of these investigations are being worked jointly with 
the FDA’s OCI. The Customs Office of Investigations has a great working relation- 
ship with FDA investigators.” 

OCI is willing to work with Customs on a criminal investigative task force, if war- 
ranted. However, the establishment of a task force is predicated on identifying a 
large number of specific criminal violations that are occurring and the need to re- 
spond to those violations with the resources of a number of agencies. A good exam- 
ple of this is the USCS High Intensity Drug Trafficking Area Task Force at the Dul- 
les International Mail Facility where OCI is represented. 

In the case of counterfeit bulk drugs, no large number of specific criminal viola- 
tions has been identified. Accordingly, FDA has concluded that a joint standing task 
force with Customs for counterfeit bulk drug investigations is not warranted at this 
time. 

If credible new information regarding counterfeit bulk drugs is obtained, criminal 
investigations will be initiated in the appropriate venue and worked jointly with 
Customs. The Committee should be assured that when information is received con- 
cerning suspect counterfeit activity, OCI will work closely with Customs and other 
law enforcement agencies to conduct a thorough investigation, and OCI will provide 
FDA officials with any information developed regarding possible public health impli- 
cations. 
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FDA also is providing additional training to its import inspection cadre that in- 
cludes an effort to improve our effectiveness in working with Customs’ field per- 
sonnel. During the period of June 19 through July 14, 2000, approximately 80 FDA 
field and supervisory staff involved with imports each received 36 hours of advanced 
training, including instruction from Customs personnel on that agency’s statutory 
authority, regulations and operating procedures. Another 40 staff is receiving the 
training during the week beginning July 24, 2000. The training included strategic 
problem-solving exercises in working with Customs personnel to jointly address 
problems encountered in the field regarding the importation of counterfeit bulk 
drugs. 

3. Mr. Bryant — Please respond to the following five questions. 

A. Does FDA favor posting OCI agents in Europe and Asia regarding counterfeits? 

The permanent posting of one or more OCI agents overseas has been considered 

a number of times over the last decade, but the Agency has, in each instance, con- 
cluded that the large additional expense would outweigh the potential benefits. FDA 
has requested funding in its FY 2001 budget that would be partially used to support 
a criminal investigator assigned to Interpol. This would support and facilitate OCI’s 
criminal investigations and provide the Agency with a point of contact for inter- 
national police intelligence information related to terrorism. 

B. Does the Agency favor a joint FDA/industry effort regarding counterfeits? 

Yes, we do. FDA already meets with the security directors of the various pharma- 
ceutical manufacturers to discuss ways to more productively cooperate through the 
exchange of information and the provision of information relevant to investigations. 

FDA believes our relationship with industry on the issue of counterfeiting should 
be improved, and the Agency will enhance our relationship with top management 
of the pharmaceutical industry, particularly those individuals who oversee the secu- 
rity and regulatory affairs departments. This was an agenda item for the most re- 
cent meeting of the Field Drug Committee, which is a group of senior Office of Regu- 
latory Affairs and Center for Drug Evaluation and Research managers who make 
decisions related to FDA’s drug inspection program. 

FDA has already met with top officials of Johnson & Johnson, DuPont Pharma- 
ceuticals and representatives of CEFIC (the European Bulk Drug Industry). We will 
also meet with the New Jersey Health Counsel, which consists of top officials of the 
pharmaceutical industry in New Jersey, on July 27, 2000, to discuss our anti-coun- 
terfeiting initiative and encourage their cooperation in this effort. 

As noted in Mr. Baker’s testimony of June 8, 2000, manufacturers are already re- 
quired to test and validate the safety, purity and consistency of the active pharma- 
ceutical ingredients used in their products. We are exploring some new actions that 
manufacturing firms might be able to take in order to better detect counterfeits. 

C. Do you favor developing new systems in FDA to identify counterfeit drugs and 
other unapproved or illegal drug that enter the country? 

Yes, we do, and the Agency has already begun this process. FDA has begun to 
implement certain recommendations in the 1999 Draft Plan, such as evaluating a 
trace-back procedure for bulk products and a procedure for the submission of infor- 
mation from industry regarding suspicions that bulk products are counterfeit, sub- 
standard, or from outside approved sources. 

In addition, FDA has re-established an Agency-wide Working Group on counter- 
feit bulk drugs, in order to further refine FDA’s strategy on bulk drug importation 
and to develop additional systems to prevent, deter and interdict the importation 
of counterfeit drugs. 

D. Submit plan on implementation of new technologies such as taggants. 

The new Working Group on counterfeits, described above, is considering this issue 
and the possible use of taggants or similar technologies will be discussed with in- 
dustry as part of our joint FDA/industry efforts described above. 

E. What can the Committee and Congress do to help FDA? 

FDA is making a full assessment of its needs and areas for improvement in han- 
dling counterfeit bulk drugs. We will submit a detailed plan of action to the Com- 
mittee, as requested by Chairman Upton, in the near future. As requested, we will 
address our resource and/or legislative needs in detail at that time. 

4. Mr. Strickland — Provide information on whether allowing China into the World 
Trade Organization (WTO) would hamper FDA’s ability to regulate counterfeit drug 
products from that country. 

FDA’s laws and regulations apply to covered imported products without regard to 
the products’ country of origin or the status of the importing country as a member 
of the WTO or any other international organization. China’s accession to the WTO 
Agreement would not change the application of FDA’s requirements to products 
originating in China. 
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5. Mr. Upton — Respond to the issues raised in the November 13, 1997, e-mail 
from Mary Pendergast, former Deputy FDA Commissioner, regarding the Helm im- 
port company. 

The referenced e-mail was written during the time period following the 1996 con- 
tamination of glycerin used in medications distributed in Haiti, in which FDA as- 
sisted the Haitian government and conducted investigations in Europe and China 
to determine the source of the suspect glycerin. The e-mail from Ms. Pendergast to 
the Commissioner of Food and Drugs expressed concern about the part that Helm/ 
Vos played in the glycerin incident. 

The 1996 investigation in Haiti disclosed that the suspect glycerin (contaminated 
with diethylene glycol (DEG)) used in production of liquid acetaminophen was 
shipped from China to the Vos warehouse in the Netherlands and then to Haiti. In 
July 1996, FDA completed an investigation at the Vos facility in Europe and at a 
European trader, who purchased the glycerin from China. Information concerning 
these investigations was provided to the appropriate European authorities for fur- 
ther investigation of the incident. 

In September 1996, FDA conducted an investigation at Helm New York, 
Piscataway, New Jersey, in follow-up to the glycerin problem in Europe and Haiti. 
The investigation disclosed that Helm New York handled limited quantities of glyc- 
erin and a private laboratory had tested the latest lot of glycerin received by the 
establishment. Since September 1996, other investigations have been completed at 
the Helm New York facility to address issues concerning the establishment’s impor- 
tation of active pharmaceutical ingredients. 

In 1997, FDA completed investigations in China in an attempt to determine the 
source of the glycerin and cause of the contamination with DEG. The investigations 
disclosed that the glycerin shipped to Haiti had been manufactured in China. We 
were unable to determine the point at which the contamination of the glycerin with 
diethylene glycol had occurred. During the investigations, we obtained a copy of a 
telefax from the European trader to the Chinese trader who handled the glycerin, 
which stated that the purity of the glycerin in the suspect lot was “53.9% instead 
of 98% min.” 

FDA has taken other steps to insure the safety of imported glycerin used by fin- 
ished dosage form pharmaceutical manufacturers including issuing an import alert 
for glycerin from China and investigating entries of imported glycerin from sources 
other than China. We continue to periodically monitor glycerin exported to the U.S. 

6. Mr. Upton — Does FDA believe it has the authority to require importers to iden- 
tify the ultimate consignee. 

Yes, FDA believes it has the authority to require importers to identify the ulti- 
mate consignee. We are now evaluating how best to establish such a requirement 
without placing an unnecessary burden on industry or inhibiting trade. 

Thank you for making this information a part of the public record. We look for- 
ward to working with the Committee on our mutual goal of protecting the American 
public from the importation of counterfeit or otherwise dangerous drug products 
from abroad. 

Sincerely, 


Melinda K. Plaisiee 
Associate Commissioner for Legislation 


cc: The Honorable Ron Klink 
Ranking Minority Member 
Subcommittee on Oversight and Investigations 
Committee on Commerce 
House of Representatives 


Department of Health & Human Services 

Public Health Service 

August 10, 2000 

The Honorable Fred Upton 
Chairman 

Subcommittee on Oversight and Investigations 
Committee on Commerce 
House of Representatives 
Washington, D.C. 20515-6116 

Dear Mr. Chairman: This letter is in response to the Subcommittee’s June 8, 
2000, hearing, regarding counterfeit bulk drugs. As discussed at the hearing, the 
Food and Drug Administration (FDA or the Agency) was asked to- report back to 
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Subcommittee with a plan to improve the detection and interdiction on imported 
counterfeit and substandard Active Pharmaceutical Ingredients (APIs). 

Directly following the hearing, the Agency re-established a Counterfeit Drug 
Working Group (Working Group) to explore issues of imported counterfeit and sub- 
standard drugs, FDA’s import operations and foreign drug inspection program, over 
the past two months the Working Group had numerous meetings to devise a work- 
able plan to assess the extent of the counterfeit drug problem in the United States 
(U.S.). The Agency also has contracted with a private firm to assess the status of 
FDA’s import Information Technology (IT) and to explore the most efficient way of 
connecting databases to share information more readily with FDA’s field inspectors. 
Since the June 8 hearing, the Working Group has had under development a plan 
for detecting these products to better ensure that the public is protected from poten- 
tially hazardous drug products. 

The report will outline the Agency’s plans for better handling imported counterfeit 
and substandard APIs and finished drugs. The plan also will outline FDA’s training 
program for import inspectors on counterfeit drugs as well as the initial use of the 
Establishment Evaluation System (EES) database by import inspectors. These latter 
programs have been developed since the Subcommittee hearing. 

The additional resources, personnel and funding that FDA believes is necessary 
to fully carry out our responsibilities for inspecting foreign drug manufacturers and 
to increase the surveillance of foreign APIs and finished drugs are under review by 
the Working Group. Because the scope of this evaluation needs to encompasses both 
the Agency’s domestic and foreign operations, as well as the operations of various 
FDA Centers, parts of this analysis are preliminary in nature. The Agency looks for- 
ward to providing more specific information on our funding needs relating to per- 
sonnel and technology in the future, once a complete assessment is made and appro- 
priate review has occurred. 

A. PROBLEM STATEMENT AND SUMMARY OF ACTIONS 

The increase in international trade has had an impact on the ability of FDA to 
cope with the volume of regulated products, including APIs. As Mr. Dennis E. 
Baker, Associate Commissioner for Regulatory Affairs (ORA), stated at the June 8 
hearing, while EDA believes that the quality of drugs in this country is high, the 
Agency takes very seriously any allegations regarding the counterfeiting or adulter- 
ation of drug products. The Agency realizes that more can be done to help ensure 
that imported APIs and finished drug products meet the requirements of the Fed- 
eral Food, Drug, and Cosmetic (FD&C) Act. 

Diminishing or flat-lined resources, coupled with the increasing volume of APIs 
from overseas, have stretched personnel and resources so thinly that FDA has been 
struggling to fulfill the program mandates in these areas. Policing the global drug 
marketplace to deter or interdict imported substandard drugs is a daunting task, 
given the resources made available to FDA. 

In response to this challenge, the Agency has developed a risk-based approach to 
foreign drug inspection. The Center for Drug Evaluation and Research (CDER) de- 
veloped a four-tiered approach to perform surveillance inspections of firms that EDA 
has not been able to inspect. At the present time FDA is only able to inspect Tier 
I (Official Action Indicated, or OAI, inspection follow-up) and Tier II (sterile bulks, 
finished drugs and aerosols) firms. The required pre-approval inspections are being 
conducted in accordance with the Agency’s mandate under the Prescription Drug 
User Fee Act. Resources are the primary factor limiting the Agency’s ability to un- 
dertake additional inspections. The Working Group is looking at these issues and 
discussing how to best utilize current resources and what it would cost, as discussed 
in the June 8 hearing, to perform the inspections in all tiers of the ODER risk-based 
system. 

As stated previously, a Working Group has been re-established to explore the 
issues raised in the June 8 hearing. The Working Group consists of representatives 
from many Agency programs. These include the Office of Criminal Investigations 
(OCI), the Division of Import Operations and Policy (DIOP), the Office of Enforce- 
ment, the Forensic Chemistry Center (FCC), the Division of Federal-State Relations 
(DFSR) and the Division of Information Systems, and. Division of Emergency and 
Investigational Operations, all of which are components of ORA, and the Offices of 
Compliance within the Center for Drug Evaluation and Research (CDER) and the 
Center for Veterinary Medicine (CVM). 

The Working Group is in the process of assessing the effectiveness of the regu- 
latory tools, compliance programs, staffing and procedures that already exist within 
the current statutory construct to monitor imported APIs. The Agency already has 
implemented the following actions: 
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• FDA has contracted with a private IT contractor to assist the Agency in exam- 

ining its existing technology and data. FDA has charged the firm with recom- 
mending ways to integrate its systems and expedite the availability of impor- 
tant data to the consumer safety officers and inspectors that are responsible for 
monitoring imports at the nation’s ports of entry. 

• As mandated in the Food and Drug Administration Modernization Act of 1997, 

FDA has drafted a final rule requiring foreign establishments whose products 
are imported or offered for import into the U.S. to register with FDA and to 
identify a U.S. agent, once in place, the rule will provide for the collection of 
information needed to establish an accurate Official Establishment Inventory 
for foreign drug firms. 

• ORA’s DIOP has engaged their counterparts at U.S. Customs Service (Customs) 

to assist in putting Customs house brokers and importers on notice that they 
must declare the proper manufacturer of their imported products. Accurate in- 
formation will assist FDA with the difficult task of finding imported counterfeit 
or unapproved APIs and preventing their use in finished drug products. 

• ORA has developed a plan to establish a cadre of expert investigators and chem- 

ists that would be stationed in strategic high volume API import locations 
across the country. This plan will require more resources. 

• FDA has extended access to the EES database to the three FDA Districts han- 

dling the vast majority of imported APIs. Training for FDA import inspectors 
already has been accomplished and accounts have been established. 

The Working Group is studying many other suggestions and proposals that have 
been put forward. The initiatives noted above, which will be discussed in greater 
detail, represent a significant first effort at improving our foreign inspections, drug 
surveillance, and import operations to better protect the American public from the 
threat of imported counterfeit APIs. 

B. AGENCY INITIATIVES CURRENTLY UNDERWAY 

In June and July 2000, FDA conducted three Import Enforcement training 
courses for FDA import personnel including Compliance Officers, Consumer Safety 
Officers, and Consumer Safety Inspectors. Approximately forty students attended 
each one-week course representing in total about half of all persons assigned to field 
import operations. FDA and Customs attorneys jointly developed the course cur- 
riculum at the request of FDA’s Division for Import Operations and Policy. The in- 
struction course included training in Strategic Problem Solving (SPS), a Customs 
training module developed specifically to facilitate the targeting, investigation and 
prosecution of willful violators. Each course included a facilitated workshop after the 
pattern of SPS. In each class, two of the problems involved specific imported API 
counterfeiting fact patterns. Facilitated brainstorming by the field personnel focus- 
ing on the imported counterfeit API threat produced numerous ideas for strategies 
in detecting, preventing and interdicting counterfeit imported APIs. The Working 
Group is assessing these proposals for viability. 

FDA’s FCC and Customs have agreed to explore methods to better leverage their 
respective resources in the investigation and analysis of suspect counterfeit prod- 
ucts. The FCC is hosting the first meeting in their forensic laboratory on August 
10, 2000, to demonstrate FDA’s current forensic capabilities and strategies. The two 
Agencies will explore better means to coordinate their efforts by granting access to 
analytical data and equipment and cross training in methodologies and emerging fo- 
rensic techniques. The FCC will interface directly with Customs’ laboratories to 
share information on analytical procedures FDA’s forensic experts use to detect un- 
approved and counterfeit APIs. The Working Group has placed a high priority on 
developing with Customs a unified approach for interdicting counterfeit drugs. 

Under FDA’s Compliance Program 56002F, “APIs”, FDA requests information re- 
lating to API characterization at the conclusion of current good manufacturing prac- 
tices (CGMP) inspections. The FCC collates this information into a database for the 
development of a library of authentic APIs. These data will be used as one tool for 
identifying suspect counterfeit APIs during FDA’s operations. The Working Group 
is currently assessing the most practical means for making FCC’s data readily avail- 
able for FDA personnel during import entry examinations and foreign and domestic 
drug inspections. 

The FCC has scheduled additional API targeted inspections at various importers 
and finished dosage manufacturers throughout the U.S. Additional hands-on train- 
ing is planned for investigators in other strategic locations. In February 2000, the 
FCC briefed Mr. Baker of the potential threat of imported counterfeit APIs. Con- 
sequently, Mr. Baker authorized and funded FCC’s efforts to conduct targeted API 
inspections at the importer and domestic finished dosage manufacturer levels. With 
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these funding increases the FCC conducted six targeted API inspections. Three of 
these are importers of foreign APIs, two are domestic finished dosage manufacturers 
and one is a domestic animal drug manufacturer. The FCC inspectors are now re- 
viewing imported API documents and samples of product, labeling, packaging 
schemes and certificates of analyses. At each of these inspections, the FCC worked 
with local FDA district drug investigators to detect suspect API shipments through 
product and records examinations. 

Based on unverified data from the Operational and Administrative System for Im- 
port Support (OASIS) that was originally supplied by Customs house brokers when 
various drug entries were filed, there are approximately 4600 firms that appear to 
be non-inspected foreign drug manufacturers. The Agency is reviewing the OASIS 
data to develop an import alert for foreign establishments that appear to have ex- 
ported to the U.S. an API that is normally used to manufacture a finished dosage 
form which requires an approved application. A preliminary assessment by FDA’s 
ODER, Office of Compliance, thus far, has identified forty-six firms in China and 
Hong Kong and eleven firms in India that appear to have exported to the U.S. in 
1999. These firms have never been inspected by FDA and appear to be exporting 
a misbranded drug to the U.S. The Agency is developing an import alert for these 
firms and expects to be able to add to this list as the OASIS data is further evalu- 
ated. The final phase of the analysis of the OASIS data will be to identify firms FDA 
has not inspected but which are referenced in approved human and animal drug ap- 
plications. The human drug firms will be evaluated using a risk-based analysis 
stratified into one of four tiers, incorporated into FDA’s surveillance list, and subse- 
quently scheduled for inspection. 

Previously, Philadelphia District Office participated in a pilot that involved an 
evaluation of imported APIs by cross-referencing drug manufacturing data sub- 
mitted by importers with CDER’s EES database. EES contains information tracking 
new drug applications (NDAs) and animal new drug applications (ANDAs) and re- 
lates those applications to approved sources raw materials, including APIs. FDA is 
extending the EES pilot. This represents new information previously unavailable to 
import inspectors. Field access to EES combined with a proposed new use of labeling 
exemptions under Title 21, Code of Federal Regulations (CFR) part 201 could result 
in the development of a monitoring, surveillance and enforcement model for all APIs 
and other drug components. On July 10, 2000, EDA trained investigators and com- 
pliance officers from New York, New Orleans and San Juan District Offices (DO) 
in the use of EES as a supplemental tool for evaluating the admissibility of APIs 
from foreign sources for use in manufacturing an NDA or ANDA. The trainees have 
received EES accounts and are familiarizing themselves with the use of the data- 
base in evaluating Customs entry data and providing additional training in their 
home districts to other import personnel. This EES training is an extension of the 
pilot to the three districts that handle the largest proportion of API Customs en- 
tries. 

The Working Group anticipates combining EES with other strategies could result 
in: (1) a marked increase in the prevention of non-drug manufacturing file ref- 
erenced APIs being used in the manufacture of application drugs, (2) a procedure 
for tracking APIs and drug components from port to end-user destination to deter 
diversion within U.S. market, (3) an increase in opportunity for field exams of APIs 
upon entry for evaluation of authenticity, (4) the development of leads for OCI and 
“for cause,” foreign producer, importer, and domestic end-user inspections, and (5) 
the development of intelligence on international distribution channels of counterfeit 
and unapproved drugs. 

The Agency has placed the import industry on notice regarding the requirement 
to supply the Agency with accurate data regarding the identity and location of the 
manufacturer of imported drugs. Upon review of the notices made to the community 
over the last several years it became apparent that these requirements had been 
made clear to importers and brokers through notices issued on January 29, 1999, 
and March 24, 2000. Recently, the Agency again posted an updated version of its 
requirements on the Internet with links to and from FDA’s import operations pages. 
Additionally, on July 28, 2000, a Customs Automated Broker Interface (ABI) Admin- 
istrative message was issued to all filers with a reference to the Internet site con- 
taining these requirements and a physical mailing address where a filer may re- 
quest a hard copy from the Agency. A copy of the July 28, 2000, ABI notification 
is enclosed. 
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C. ADDITIONAL STRATEGIES AND IDEAS FOR HANDLING IMPORTED COUNTERFEIT AND 
UNAPPROVED DRUGS/APIS 

The Agency has been developing and implementing strategies for assessing the 
scope of the threat of imported counterfeit APIs to the U.S. consumers. The Working 
Group has identified three major operational components for evaluation: foreign in- 
spections, domestic inspections and import operations. In order for FDA to ensure 
the integrity of APIs from place of manufacture to place of use and sale in the U.S., 
and to assure those drugs are manufactured and held in conformance with good 
manufacturing practices (GMPs), information from these three components must be 
integrated and made readily available. Furthermore, when the Agency intends to 
conduct a foreign inspection, relevant data obtained from the Agency’s domestic op- 
erations must be available to the foreign domestic operations must be available to 
the foreign inspectors for verification or development of additional evidence where 
suspect activity has been identified. These interfaces require a more comprehensive 
and integrated use of IT to increase the speed and accessibility of relevant data. An 
additional evaluation by the Agency is underway to determine how the industry 
could participate in combating the potential threat of counterfeit drugs internation- 
ally and domestically. 

1. IT Proposals and Solutions. 

On July 1, 2000, ORA engaged the services of an IT contractor to assess the Agen- 
cy’s overall IT needs and to propose changes which will accomplish the following 
goals. 

The IT contractor was charged with determining the information that FDA import 
inspectors need to fully assess admissibility of all FDA regulated commodities. The 
contractor consulted with import inspectors and compliance officers with expertise 
in FDA and Customs laws and regulations, GMPs and IT import applications. 

The contractor has used a comprehensive data gathering and assessment frame- 
work to analyze the functional process, infrastructure, and IT systems used by ORA 
to support import operations. The data gathering involved a workshop with the im- 
port operations staff, onsite visits to relevant FDA centers and to a DO, system 
demonstrations, interviews with system and infrastructure managers, and review of 
documentation on ORA operations provided by FDA. Analysis involved an iterative 
approach to development of processes, issues and recommendations. Each iteration 
consisted of a team analysis, followed by a group session to compare and validate 
each team’s assessment. To identify the most appropriate technology, the contractor 
conducted extensive technology scanning, arranged for vendor presentations, re- 
viewed FDA plans and discussed possibilities with FDA staff. 

The contractor also was charged with developing strategies for converting infor- 
mation currently on paper into an electronic format form. This information is nec- 
essary for the import inspector to make a more efficient admissibility decision. The 
contractor was asked to develop short and long term proposals for integrating the 
FDA’s databases and for creating a secure electronic environment in which large 
amounts of data may be securely transmitted and accessed by authorized Agency 
personnel. These proposals are to take into account anticipated growth of the regu- 
lated industry, the dramatic increase of cross-center products entering interstate 
commerce, and the need for flexibility to maximize the Agency’s enforcement and 
surveillance efforts. 

Finally, the contractor has been charged with assisting the Agency in assessing 
the viability of countermeasure technology to detect and deter import violations. 

The Agency expects a final report from the contractor in August 2000. 

2. Joint Industry ! Agency Efforts. 

Members of the Working Group conferred with the FDA’s Field Drug Committee 
(FDC) on counterfeit API issues. The FDC historically has maintained networks 
with drug industry personnel and trade associations and has utilized these relation- 
ships for furthering the important message of health and safety through consistency 
in GMP compliance. The FDC has agreed to assist the Working Group in developing 
avenues through which industry could join forces with the Agency in combating 
counterfeits in the market place. 

Beyond this initial approach through the FDC, the Agency is exploring additional 
routes for encouraging and receiving intelligence on counterfeit drugs in the world 
market. Historical experience in prior counterfeit API investigations has dem- 
onstrated that foreign API manufacturers whose products are being counterfeited 
can provide substantial assistance in developing tests for authenticity and intel- 
ligence regarding suspected counterfeiting operations. The Agency is aware that in- 
telligence gathering from the trade is a critical element to successfully identifying 
suspect counterfeits in the market. 
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In connection with the IT contractor’s evaluations, the Agency may he ahle, with 
appropriate funding, to establish a secure Internet environment to encourage manu- 
facturers to provide confidential and sensitive information to the Agency. Depending 
upon the intelligence received, the Agency may be able to identify sources of coun- 
terfeits or substandard products or evidence of other related criminal activity. 

3. Foreign Inspection Component. 

Since 1990, the Agency has shifted resources from domestic to foreign programs 
to increase presence in the foreign drug manufacturing market place recognizing the 
shift in global markets. For the Fiscal Year (FY) 2001 foreign work plan, the Agency 
will focus on the manufacturers that have not been inspected as identified through 
the analysis of unverified OASIS data. Resources necessary to fully implement the 
four-tiered inspection system are being evaluated by the Working Group and will 
be provided when available. 

The foreign drug inspection program for the current FY is on track for accom- 
plishing approximately 450 foreign inspections. This represents more foreign inspec- 
tions than the Agency has ever accomplished in a single year. Because the program 
continues to be primarily application driven, the priorities associated with the prod- 
uct approval process have impacted on our ability to conduct drug surveillance in- 
spections. For FY 2001, ORA is projecting approximately 500 foreign drug inspec- 
tions. This projection includes substantial increases in drug surveillance inspections, 
which should result in increased coverage of firms in tiers three and four. The Agen- 
cy is attempting to accomplish this increase through reallocation of existing re- 
sources. This will result, however, in a reduction in domestic inspection programs. 

Due to resource restrictions, the Working Group is examining other avenues for 
developing evidence that a foreign firm is complying with GMPs. Although there is 
no true substitute for a physical GMP inspection, there may be critical production 
or validation records which, through an Agency review, may provide a minimum 
level of assurance that the firm is aware of and making efforts to comply with 
GMPS. The Working Group is examining modification of the procedures for submit- 
ting Drug Master Files. 

For instance, under current Agency regulations, validation of a drug manufactur- 
er’s process is not required for obtaining an approval, however, it is required prior 
to shipment in interstate commerce. Under the current paradigm, due to inadequate 
resources, the Agency often cannot verify a foreign manufacturer’s validation 
records prior to the first shipment to the U.S. Requiring the production of such 
records in conjunction with or prior to shipment of drugs to the U.S. may permit 
the Agency to review the firm’s validation. Overall such a review may assist the 
Agency in focusing its resources toward firms that appear to lack adequate control 
and validation systems. Such a program could be extended to the importation of 
over-the-counter drugs under the same authority. 

Compelling the production of such GMP required documents for imported drugs 
may require FDA rule making. Such a program would assist the Agency in 
leveraging its human resources to complement foreign inspections, 

4. Domestic Inspection Component. 

The Working Group has identified a need for integrating the foreign and domestic 
inspection programs together with the Agency’s import operations. For instance, the 
Working Group is recommending the use of “Process Mapping” or “System Re-engi- 
neering” within ORA to identify areas of internal procedural overlap and dis- 
connects that may contribute to the lack of information exchange among these in- 
spection programs. The IT contractor is expected to assist in assessing the viability 
of an integrated data system which will permit access and data submission based 
upon personnel role definitions. 

Current instructions for performing domestic finished dosage manufacturer GMPs 
have not focused on authenticity of warehouse API stock. The inspector will gen- 
erally track a randomly selected API or other raw material from receipt through 
quarantine and quality control testing, into production, verifying that proper batch 
numbers are recorded throughout the process. Assuming that this review dem- 
onstrates no discrepancies, these aspects of the manufacturing processes are pre- 
sumed to be within the limits of GMPs. Therefore, the Working Group is evaluating 
the need to add components to and modify domestic inspection procedures to provide 
comprehensive coverage of APIs during inspections of end users. 

5. Import Operations Component. 

FDA’s DIOP is responsible for providing policy guidance to the field relating to 
import procedures, overseeing the development and operation of the Agency’s Import 
Alert system, and for maintaining the Agency’s OASIS system. 
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The Working Group is reviewing DIOP’s procedural and system operations and 
is assessing the Agency’s personnel and equipment needs to better monitor U.S. 
ports of entry. During the June 8 hearings, Customs designated over 300 ports of 
entry. OASIS data indicates that approximately 100 ports have seen entries of APIs. 
FDA has a notable presence in over 40 ports. The ports where FDA conducts the 
bulk of its work represent those through which the vast majority of drugs enter. 

The Working Group is considering whether current FDA or Customs authority 
would sustain a restriction on which ports of entries certain commodities, such as 
drugs, may be offered for import based upon a health and safety assessment. Other 
approaches might be available to accomplish a similar effect. For instance a pro- 
posal to restrict entry of certain commodities to certain times of the workday or 
week rather than by geographical criteria. 

The Working Group reviewed Import Alert 68-09, which covers over 50 veterinary 
APIs. Although this alert was originally issued in 1993, it remained largely unuti- 
lized due to inadequacies in FDA’s product coding system. Consequently, CVM, 
CDER and ORA components are reviewing a Working Group proposal to merge all 
human and animal drugs into a common “drug” FDA product code. This will align 
the CVM product code system with CDER’s system enabling criteria to be set in 
OASIS to make CVM import alerts more effective. Because many APIs have applica- 
tion in both human and animal drug industries, the Working Group is considering 
consolidating human import APIs into Import Alert 68-09. 

6. Possible new use of drug labeling requirements. 

The Working Group is examining the development of a new use of the drug label- 
ing requirements found at 21 CFR Part 201. CVM’s Import Alert 68-09 currently 
addresses imported API drug labeling noting “[b]ulk new animal drug substances 
labeled for further manufacturing or processing, which do not bear any indications 
for veterinary use, may be misbranded under section 502(f)(1) [of the FD&C Act] 
if they are intended for veterinary use or for further processing as animal drugs.” 
The Import Alert continues “21 CFR 201.122 exempts a drug from adequate direc- 
tions for use when labeled for further manufacturing and processing and when used 
to manufacture a new animal drug, which is covered by an approved application. 

"... 21 CFR 201.150 exempts a drug, which is intended to be further processed or 
manufactured, from adequate directions when it is shipped under the terms of a 
written agreement which, if followed, will assure the finished product is not adulter- 
ated or misbranded.” This Import Alert was revised on July 12, 2000, and has been 
the basis of Working Group discussions for extension of the drug labeling regula- 
tions to control imported APIs and drug ingredients generally. 

7. Proposal for assessing the existence or extent of imported counterfeit and sub- 

standard drugs. 

ORA has proposed a plan for assessing the extent of the potential threat that im- 
ported counterfeit and unapproved APIs may pose to the health of the unsuspecting 
American consumer. This plan would require an increase in ORA’s current staff, 
equipment and supplies for forensic analyses, and operational funds for domestic 
and foreign inspections that would target imported APIs. The plan could generate 
leads for criminal and civil enforcement actions and provide concrete factual and an- 
alytical data upon which the Agency could plan its next course of action. 

The proposal consists of establishing a team of experts to detect counterfeit and 
substandard APIs. This specialized team would be stationed in strategic locations 
identified by high import or manufacturing activities. They would conduct focused 
API inspections of domestic and foreign manufacturers, importers, and conduct fo- 
rensic analyses of resulting samples. The overall resource requirement for this plan 
includes additional full-time equivalents and funding for equipment, domestic travel 
and operational costs. Foreign inspection costs would increase these funding needs. 
ORA is assessing the viability of tbe proposal. 

8. Possible International Collaboration. 

The Working Group is investigating whether collaborations with foreign govern- 
ments could increase the Agency’s ability to verify the existence and the compliance 
status of manufacturers, shippers, repackers or relabelers of drugs of other coun- 
tries. Such collaboration would involve counterpart foreign government agencies au- 
thenticating the source and quality of APIs imported into the U.S. 

9. Possible Security Measures. 

The Working Group is engaged in discussions with the Customs’ Applied Tech- 
nology Division which has considerable experience in tracking shipments within 
U.S. commerce to verify and document cargo diversion. The Working Group will 
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evaluate the currently available technology in terms of levels of surveillance capa- 
bilities, cost of equipment and implementation. 

The Working Group has asked the IT contractor to explore low cost security de- 
vices for use by foreign manufacturers such as chemical taggants in labeling, glue, 
ink or packaging materials to detect suspect counterfeit drugs. The Agency is con- 
sidering a wide array of available technology including encrypted bar code tech- 
nology in labeling and Certificates of Analysis containing manufacturing informa- 
tion already submitted by the foreign manufacturer through a secure web-based en- 
vironment. Other possible solutions include radio frequency tags for detection dur- 
ing examinations at ports of entry. 

The Working Group will continue its assessment of the extent of the counterfeit 
drug problem in the U.S. The strategies outlined above will be further developed 
and enhanced. Additionally, other potential strategies will be examined. 

Thank you for your continued interest in these important issues. We hope this in- 
formation is helpful, please contact us if you have further concerns or questions. 

Sincerely, 


Melinda K. Plaisiee 
Associate Commissioner for Legislation 
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^ ALL mMMT DRUGS 

H VSTSRXKAAY DRUGS 

M BXOLOGZCS 

M MEOZCAL DEVICES 

M 

M THIS AUO APPLIES TO ANY FOOD PRODUCT REQUIRING PROCESS FILING WITH 
FDA 

M BEFORE MARKETING IN THE UNITED STATES. ALL OF THESE PRODUCTS REQUIRE 

M EVIDENCE THEY WERE PRODUCED IN A FACILITY WHICH HAS REGISTERED OR 
LISTED 

M ITS PRODUCTS. WITH FDA. 

M 

H SUPPLYING THE CORPORATE HEADQUARTERS, TRADING COMPANY, BROKERAGE OR 

M OTHER INTERMEDIATE SUPPLIER AS THE MANUPACTURER IS HOT ACCEPTABLE FOR 

M THESE PRODUCTS. SHIPMENTS IDENTIFIED IN THIS MANNER WILL BE DELAYED 

M IN PROCESSING AND KAY BE DETAINED UNTIL CORRECT INFORMATION IS 
PROVIDED. 

M FURTHER, CONTINUED USE OF INCORRECT FIRM DATA, AS WELL AS OTHER DATA 
M ERRORS, KAY RESULT IN FILER REMOVAL FROM ELECTRONIC ENTRY CLEARANCE. 

M 

M PLEASE WORK WITH THE IMPORTER TO CORRECTLY IDENTIFY THIS FIRM DATA 

M TO FDA. BAD DATA MAY RESULT IN FAIZURE TO KEEP VIOLATIVE PRODUCTS OUT 
OF 

M UNITED STATES COMMERCE, INCORRECT FIRMS PLACED ON IMPORT DETENTION, 

M INCREASED SAMPLING AND EXAMS OF AN IMPORTER'S ENTRIES, AND OTHER 
N ENFORCEMENT ACTIONS. 

M 

K FDA'S POLICY ON DATA REQUIRED FOR THE "FDA* MANUFACTURER AND SHIPPER 

M CAN BE REVZEWCO AND THE TWO PAGE FORMATTED DOCUMENT CAN BE OBTAINED 
7HOK 

M THE FOLLOWING INTERNET ADDRESS: 

M 

M HTTP;//WHW.FElA.GOV/ORA/IMPORT/AUTGMATEDSYSTEM.HTML 

M 

M A COPY OF THIS INFORIATION NAY ALSO BE OBTAINED FROM THE FDA AT 
M THE FOLLOWING ADDRESS; 
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M OFFICE OF REGULATORY AFPAZRS 

M DIVISION or IMPORT OPERATIONS AND POLICY 
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FDA Manufacturer and FDA Shipper 

Seta Traaasiasioa SaijuiraiBssta 


The FDA Maatifscture; and FDA Shipper are two at the FDA data elements cuirentiy 
. used &r auMsited enoy setsesisg in fDA't Opeiatirad and Administrative System for 
hspoit Suppon (OASIS). Every effort must be made to provide the actual FDA 
Manufacturer and FDA Shipper as defined below. 

FDA Manufacturer; Itte FDA Manufecturer is the site-specific location whets the 
product is manu&ctured, produced, or grown. 

FDA SUpper The FDA Shipper is the acnial shipper of die product tdmitified on &si^ 
bills or bills of lading and is often the same as the USCS invoicing party. 

Many FDA tegulamd products, e.g.. Low Acid Canned Foods (not limited to those 
prmiucts packed in metal "cass'O, Medical Devices, Human and Veterinary Drugs, and 
Biologies ALWAYS require evidence they were produced in a ficility which has 
registered, licensed and/or listed its products with FDA. For these products, die site- 
^leciftc location must be submitted as the FDA Manu&cturer. The name and address of 
a corporate headquarters, "trading company", or other inteimediate supplier is cot 
acceptable. ‘ 

Some food pradues (mcluding taw agriculturaL aquacultural, or fishery product) do not 
have mandatory legistrstion, listing, or licensing requirements. If the actual site-i^eciftc 
manufacturer (or manufiicturen in a multi-source lot) is (ate) identified on the catty 
documents that mfoimation MUST be transmitted to OASIS. Often the manufacturer md 
shipper inibnnatian provided on an invoice is not the same as infoimaiioo provided on 
the bill of lading. Care should be taken to provide the most accurate information 
available. 

Agricultural co-ops and other consolidators are often transmitted as the FDA 
Manufacturer and FDA Shipper. These firms may be appropriately used to identify the 
FDA Shipper. They should only be traismined as the fOA Manufhciurer when esoy 
documents do not identify the actual FDA Manu&cturer (manufactuier/ptoducet/grower} 
and the filer has made an unsuccessful good faith effort to determine the actual FDA 
Manufacturer. When detained shipments ate identified with a consolidator as the FDA 
Masufactuier, the entire shipment will be detained, regardless of the actual FDA 
Manufactuist(s). If the consolidator is put on Detention Without Physical Exam, related 
shipments ifom that finn, regardless of the FDA Manuf3cturer(s) involved, will be placed 
on Detention Without Physical Exam. 


Food and Drug Adminiaostioo 
Division of Import Operations and Policy 


Revised Mareh 24, 2000 
Page 1 
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FDA Manufacturer and FDA Shipper 

Data TranamiaBloa Raquiramaiita 

Summary 

1 ) If the FDA registration/licensin^isting tsquiiement aiqiliee to an impoited 
piodua and/or its maou&ctunr, the actual she-apeciiic FDA Manufacturer must 
be supplied. If a given invoice line conaina the same product from sevenl 
manu&cturees. the line must be broken out into sqianae FDA lines and the FDA 
data elements must be submitted separately for each FDA line. 

2) If there is no FDA registiatiaariisting, or licensing requirement, but the acntal 
site-specific FDA Manu&ciurer infonnation is readily available to the filer (fiom 
the entry papers or otherwise) it must be submitted. ' 

3) If a product (such as a raw agticuhuial commodity) does not require registration, 
listing, or licensing, and the acnial site-^cific FDA Manufacti^ information is 
not available, after making a good faith effort to detennme same, the filer may 
instead transmit the FDA Shipper in lieu of the FDA Manuhcturer. NOTE: b 
this case the FDA Country of Origin remains the country where the actual site- 
specific FDA Manufacturer is located; the filer may be able to detetmine this 
fiom the invoice "Product of — " statement. If, aftm due diligence, die filer 
carmot determine the FDA Country of Origirr, the Customs Country of Origin 
may be substituted in its place. 

4) While it is technically peimissibie to transmit the shipper or consolidator under 
the situations described in example three above, every effort must be taken to 
provide the actual FDA Manufit^ter. Failure to do so may result in the wrung 
firm being added to an FDA Import Alert and future shipments could be subject to 
Detention Without Physical Exam when another firm is actually respotrsible Bar 
the violation. 


The only excepooa (o tbii deu csquiremeel is where • velid MOU or other bindiag igreeaieat 
between FDA and a foreign govcRuDental agcacy directa otherwise. 


Food aad Drug AtfanmUcrotion 
Division of Import Operations amd Policy 


Revised Mereh 24, 2000 
Page 2 



COUNTERFEIT BULK DRUGS AND RELATED 

CONCERNS 


TUESDAY, OCTOBER 3, 2000 

House of Representatives, 

Committee on Commerce, 
Subcommittee on Oversight and Investigations, 

Washington, DC. 

The subcommittee met, pursuant to notice, at 10:05 a.m., in room 
2322, Rayburn House Office Building, Hon. Fred Upton (chairman) 
presiding. 

Members present: Representatives Upton, Cox, Burr, Bryant, Bli- 
ley (ex officio), Waxman, Strickland, and Dingell (ex officio). 

Also present: Representative Coburn. 

Staff present: Alan Slobodin, majority counsel; Anthony Habib, 
legislative clerk; and Chris Knauer, minority counsel. 

Mr. Upton. Good morning, everyone. Today the subcommittee 
continues its oversight and investigation of counterfeit bulk drugs 
and other issues related to imported drugs. On June 8 of this year 
this subcommittee held a hearing on FDA’s failure to take ade- 
quate actions concerning imported bulk drugs. Several key findings 
emerged from that hearing. 

One, for the first time the FDA publicly disclosed that it knew 
4 years ago that the deaths of Americans were in fact linked to a 
counterfeit bulk drug. Two, in 1996 the FDA and Centers for Dis- 
ease Control determined that 89 Haitian children died from taking 
cough medicine made with poisonous antifreeze traced to China but 
labeled as glycerine. The FDA’s follow-up investigation of the Hai- 
tian cough medicine case uncovered shipments of suspected glyc- 
erine that made their way into the United States. The FDA linked 
toxic adverse reactions to 155 American patients on an antibiotic 
called gentamicin sulfate made by a Chinese bulk manufacturer. 
Long March Pharmaceutical. Even with a system of safeguards 
such as FDA inspections and manufacture testing, the Long March 
bulk drugs still reached and harmed unsuspecting American pa- 
tients. 

The FDA had little or no information on about 4,600 firms that 
had shipped bulk drugs into this country, including 623 from China 
and 409 in India. This lack of information showed the inadequacies 
in FDA’s information systems and the real risks of uninspected 
firms shipping counterfeit or substandard drugs into the U.S. . 

Since the June 8 hearing there have been more key findings in 
developments on the counterfeit drug import front. Because of the 
committee’s investigation the FDA magazine so far identified at 
least 46 firms in China and 11 firms in India that appear to have 
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exported misbranded drugs to the United States in 1999 and have 
never been inspected. The FDA recently advised committee staff 
that as many as 242 firms worldwide appear to have shipped mis- 
branded drugs to the United States in 1999 and yet have never 
been inspected. 

In July committee staff visited the port of Laredo, Texas and on 
the U.S. -Mexican border to learn about the U.S. Customs Service 
and FDA controls of commercial and personal imports of prescrip- 
tion drugs. The staff visit showed the lack of controls over Mexican 
pharmacies and the wide availability of suspicious counterfeit or 
substandard prescription drugs imported from Mexico. 

Last month committee investigators accompanied Dennis Baker, 
FDA’s Associate Commissioner for Regulatory Affairs, to China and 
India to observe FDA inspections of bulk drug firms and to gather 
additional information on issues related to the counterfeit drugs. 
Here are some of the important findings from that trip: 

Committee staff obtained evidence that Chinese firms are se- 
cretly manufacturing drugs that are still under U.S. patent. The 
firms market these violative drugs using secret price lists. 

In another interesting counterfeiting example a Chinese pharma- 
ceutical company is marketing products allegedly as food, but these 
products actually contain the active ingredients of Viagra. It is dif- 
ficult to track counterfeiting in China because counterfeiting fac- 
tories use a day shift for making a legitimate drug and sometimes 
a night shift for the counterfeit version. Some local government au- 
thorities are complicit in the counterfeiting and thwart operations 
that could expose these practices. Chinese government authorities 
who are not corrupt often lack the resources to investigate. Another 
difficulty is the inability to track product flow because distribution 
in China is very complicated. 

Two developments that make China a bigger time bomb of drug 
counterfeiting are these: China’s joining the WTO and Internet 
sales. But India may be the biggest counterfeiting problem because 
of the lack of patent laws and the lack of centralized regulatory 
control of the pharmaceutical industry. According to FDA inspec- 
tors, the plants in China and India visited by the committee staff 
seem to be representative of most of the drug plants inspected in 
China and India. But if that is so, these plants use outdated tech- 
nology and procedures no longer used in the West. 

In addition, it is difficult to believe that these plants can remain 
compliant since these plants are normally operating outside of U.S. 
regulations when they manufacture for their domestic market and 
are not pressured by environmental or other safety laws such as 
firms here in the United States. There are major obstacles to FDA 
foreign inspections being able to assure the same safety standards 
as domestic inspections. Unlike domestic inspections, FDA foreign 
inspections in China and India cannot use samples of micro- 
biological testing because the samples would lose their integrity by 
being shipped for testing to a U.S. lab. Unfortunately, no field test- 
ing is available. 

Even when an FDA inspection teams includes a Mandarin speak- 
ing FDA inspector, the language barrier remains a major problem 
in China because there are difficulties in translating technical 
terms and the firm’s interpreter can sometimes lack that scientific 
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knowledge. Where the firm’s interpreter has scientific training, 
these interpreters sometimes tend to go heyond interpreting and 
suggest answers or provide leading questions to employees. 

Also, FDA inspection teams try to work efficiently and split up 
to look at different parts of the firm. As a result FDA inspectors 
often are still relying on the firm’s interpreter even when another 
FDA inspector on the team in fact knows the language. 

Beyond some of the new information obtained by the committee 
there has been another important development: Legislation on an 
appropriations bill that would change FDA laws to ease reimporta- 
tion of U.S.-made prescription drugs. Much of the debate has fo- 
cused on safety. These concerns are a reflection of the investigative 
work of this subcommittee in the 1980’s, and today. This sub- 
committee will continue its oversight work to ensure that the FDA 
can control the current flow of drug imports and that the FDA not 
implement schemes that would in any way jeopardize the safety re- 
quirements of drug imports. 

Last, since the June 8 hearing the FDA has reported back to the 
subcommittee on actions and strategies to improve its scrutiny of 
imported drugs. The Department of Justice has reported back to 
Chairman Bliley on proposals to strengthen investigation and pros- 
ecution of crimes involving counterfeit drug imports. We will hear 
in some detail at this hearing about these actions, plans and pro- 
posals from the FDA and the Department of Justice. 

We talked a lot at the June 8 hearing about what was wrong 
with the FDA. Today I want to mention something right with the 
FDA. His name is Dennis Baker, and he is FDA’s Associate Com- 
missioner for Regulatory Affairs. He has had a very tough job, tes- 
tified for FDA at the June 8 hearing. But from what I have been 
told by staff, he I know is a dedicated public servant who is genu- 
inely committed to improving the FDA. And Dr. Henney, I hope 
you will send a strong and loud message of support for him and 
for the upgrading of information technology that he seeks and that 
the FDA badly needs. Welcome, today’s distinguished witnesses. 

We are particularly honored that Raymond Kelly, U.S. Customs 
Service Commissioner, is joining us today. Certainly I want to ex- 
tend a very warm welcome to the FDA Commissioner, Dr. Jane 
Henney, who is making her first appearance before this sub- 
committee. I look forward to discussing these vital issues and work- 
ing with you to find effective solutions. I yield to 

Mr. Coburn. Mr. Chairman, as a member of the full committee 
and a former member of the O&I Subcommittee, I would ask unan- 
imous consent to participate in this hearing. 

Mr. Upton. Is there any objection to that? Hearing none, the 
gentleman is allowed. 

Mr. Dingell. I’ll defer to the chairman. 

Mr. Upton. Mr. Bliley, the chairman of the full committee. 

Chairman Bliley. Thank you, Mr. Chairman. You held a hearing 
last summer on imported counterfeit drugs and today we will look 
at some very serious questions about FDA’s ability to assure that 
all drugs manufactured here or abroad meet safety requirements. 
Congress is about to enact permanent changes to the Food, Drug 
and Cosmetic Act as part of the agricultural appropriations bill. 
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I regret that these kind of policy changes are being made without 
action in the Commerce Committee. Relaxing the laws governing 
the importation and reimportation of prescription drugs into the 
United States will have far-reaching consequences, some poten- 
tially dangerous. Unfortunately, a full vetting of this issue has not 
occurred. I am very concerned that the Congress is legislating 
changes to a public health law that may be unwise and may erode 
the gold standard that exists for the quality and efficacy of drugs 
consumed by Americans. 

I think all my colleagues in the administration would agree it is 
completely unacceptable to have two safety standards for the drugs 
that Americans consume, one for the drugs made here and a lower 
one for imports. When it comes to safety, there should be no com- 
promises. This committee has been vigilant on drug safety. Im- 
ported or reimported drugs should meet the same rigorous stand- 
ards. Avoiding this double standard is important because in many 
cases drug imports can not be assumed as safe as U.S. drugs. 

Under my authority investigators from this committee last 
month went with the FDA to China and India to see firsthand the 
bulk drug plants and the problems with inspecting them. While 
China and India have a wealth of human labor and scientific tal- 
ent, these drug plants lack resources and systems to assure safety. 
The plants that the staff observed had major problems meeting 
such basic safety requirements as clean water, good ventilation, 
and methods to avoid contamination. In the opinion of the inves- 
tigators and the FDA inspectors, these kinds of plants could not 
exist in the United States because they would be unable to com- 
pete. 

Beyond these plant visits, investigators also obtained information 
and evidence related to fraud and counterfeiting that are a reality 
in the international pharmaceutical trade. FDA already cannot as- 
sure against the double standard because of weak import controls 
and inadequate information systems. 

Prompted by this committee’s investigation, the FDA has re- 
viewed its records on drug imports and found that 242 firms may 
have shipped misbranded drugs to the United States in 1999 and 
have never been inspected. The total of 242 includes at least 46 
firms from China and 11 from India. 

FDA must upgrade its enforcement and information systems to 
assure the safety of imported drugs. In addition to these improve- 
ments, there must be effective criminal enforcement against fake 
drug imports. 

After the June 8 hearing, I wrote to Attorney General Janet 
Reno about the Justice Department’s view on improving ways to in- 
vestigate and prosecute crimes related to counterfeit drug imports. 
In response to my request, the Department has suggested some leg- 
islative proposals such as requiring certain records as part of a for- 
eign drug inspection and ensuring extraterritorial application of 
the Food, Drug and Cosmetic Act. These proposals seem reasonable 
in concept and I support them. I would be pleased to have the com- 
mittee work with the FDA and the Justice Department on devel- 
oping legislative language. 

As the reimportation of prescription drugs is eased, this com- 
mittee has worked and will continue to work to strengthen protec- 
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tions for consumers against imports of fake drugs. Today’s hearing 
to get more information on the problem and on proposed solutions 
and action is yet one more example of this committee working to 
protect consumers. 

I welcome today’s witnesses and look forward to the testimony. 

Mr. Upton. Thank you, Mr. Chairman. Mr. Dingell. 

Mr. Dingell. Mr. Chairman, I thank you. I have a longer state- 
ment which I ask to be inserted in the record. 

Mr. Upton. Without objection, all members of the subcommittee 
will be allowed to introduce and offer their statements in their en- 
tirety. 

Mr. Dingell. Mr. Chairman, it is amazing to me how many 
times this Congress must relearn the same lesson, how little we 
profit from it and what messes we get ourselves into by failing to 
address the real underlying problem. I know there is a tremendous 
drive to allow reimportation of drugs or to allow importation of 
drugs and pharmaceuticals and other things in a more expedited 
easy fashion. This I think is in good part because my colleagues to 
some degree on both sides of the aisle, but mostly on the majority 
side, have found that the people are fed up with the fact that a lot 
of Americans are, (A) paying too much and, (B) that our senior citi- 
zens are not able to get prescription pharmaceuticals because they 
simply cannot afford them, and of course with some of the witch- 
craft that is coming forward on the other side of the aisle about 
how we are going to pay for prescription pharmaceuticals by en- 
riching HMOs means that my colleagues on that side have urgent 
need of something to shelter them against public criticism. 

In the 99th Congress, this committee looked at reimportation of 
prescription pharmaceuticals. We had a long bipartisan report. We 
found a number of things. We found, for example, shipments of 
fake pharmaceuticals. We found unsafe packaged pharmaceuticals. 
We found counterfeits. We found adulterated antibiotics from 
places like China. We found prescription pharmaceuticals that had 
been repackaged under unsafe conditions that had been stored 
under unsafe and under conditions which created deterioration of 
the prescription pharmaceuticals and which put Americans at risk. 

So we passed the basic legislation to which we are inquiring 
today, the PDMA, which required that the prescription pharma- 
ceuticals be imported through licensed manufacturers. That was 
because the Congress was, quite frankly, too stupid and too tight 
to properly fund these programs and because 0MB saw to it that 
Food and Drug didn’t have the money that they needed to do the 
job and didn’t have the resources and the number of people. 

Now, with a growing trade in prescription pharmaceuticals from 
places like China, we are going to expand the amount that comes 
in. The chairman just made, I thought, a very sapient observation 
in which he pointed out that there is desperate need to see to it 
that Food and Drug has the resources to do the job that they have 
to. We aren’t seeing to it with that situation, and I intend to ask 
a few questions about it. 

Now if you think that you are limiting this only to subjects like 
prescription pharmaceuticals and things which will come in, you 
are entirely in error, because we are talking about aerosol inhalers, 
we are talking about pre-mixed-injection solutions, we are talking 
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about ointments and creams, auto injectors, power inhalers, topical 
gels, injection solutions, inhalation solutions, pediatric solutions, 
capsules, prefilled syringes, and a wide array of other things, in- 
cluding syrups and nasal sprays. 

Now, if you are talking about having Food and Drug catch some- 
body at the border when they have the array of shipments that 
they have in, you are going to find that, (A) they can’t do it and, 
(B) they can’t paw through to find out whether these substances 
are in fact safe, whether they are deteriorated, whether they are 
manufactured under good manufacturing conditions as required by 
our law or whether they are doing other things. In short, you are 
setting yourself up, if you pass legislation easing reimportation or 
easing importation, to a situation where you are looking at a fine 
calamity and some fine killings of Americans and making Ameri- 
cans ill because you are not doing the job that you should in terms 
of seeing to it that Food and Drug has the resources to address 
these problems now. 

I would just call to your attention one little thing, where Food 
and Drug some years back had a scare over Chilean grapes. They 
pulled the whole Food and Drug administrative and enforcement 
mechanism and they sent them to the ports to look and see what 
was going on. They found, I think, three grapes that had cyanide 
in them. But the result of this mess was that there was a pro- 
digious lack of enforcement of all parts of the foods and drug law 
because they didn’t have either the people or the resources without 
this particular scare to do the job that they needed to do. 

So I look forward with a great deal of interest to what we un- 
cover today. I intend to ask about the resources and to try and re- 
call for the benefit of those who have not learned this lesson, as 
I had to learn it back in the 99th Congress, about what happens 
when you turn loose an agency without proper resources, charge 
them with protecting the American people and then find that they 
cannot do the job that they have to do. 

I think that this is particularly subject to criticism when we do 
this in order to avoid criticism for failing to pass proper legislation 
to address the problems of our senior citizens and having prescrip- 
tion pharmaceuticals made available to them at a reasonable cost. 

In any event, this will be an interesting hearing. We will try and 
see to it that it is lively and that all participate. In the meantime 
if anybody has got any loose time I have an excellent statement 
which deals with these matters and other matters in greater detail, 
which I hope will be helpful to the Chair, to the committee and to 
the Congress in terms of understanding the mess in which we are 
injecting ourselves. 

Thank you, Mr. Chairman. 

[The prepared statement of Hon. John D. Dingell follows:] 

Prepahed Statement of Hon. John D. Dingell, a Representative in Congress 
FROM the State of Michigan 

Mr. Chairman, I have long been concerned about counterfeit, substandard, mis- 
branded, and adulterated drugs entering this country from abroad. Previous inves- 
tigations conducted by this Subcommittee more than a decade ago ultimately led to 
the passage of the Prescription Drug Marketing Act (PDMA), which added measures 
to protect consumers from potentially dangerous foreign drug sources. But pro- 
tecting consumers from questionable and dangerous drug products manufactured 
abroad remains a formidable challenge. 
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I remain concerned that the Food and Drug Administration (FDA) has yet to de- 
velop a suitable framework for protecting the public in the face of potentially great- 
er risks. The agency still remains alarmingly behind in inspecting those firms that 
send drug products here, and it still lacks the ability to track and measure the glob- 
al counterfeiting problem. What is more troubling is that significant new respon- 
sibilities could soon be placed on an agency that is already underfunded and strug- 
gling to meet its current mandate. 

Mr. Chairman, FDA is supposed to inspect firms for Current Good Manufacturing 
Practices (CGMPs) before they are approved to ship a drug product into the United 
States. Yet at the last hearing, it was disclosed that approximately 4,600 foreign 
drug firms may have shipped products to the U.S., yet were never inspected by the 
agency. FDA now tells us that the figure is lower, but they still cannot tell us what 
it is. That inability does not instill confidence. 

The lack of this kind of information stems from the agency’s reliance on an incom- 
plete and outdated information technology system called OASIS. We have asked the 
agency to address the shortcomings of this system for years, but FDA has failed. 
While FDA is again trying to fix this system by hiring yet another outside con- 
tractor, the fact remains that the agency still cannot efficiently generate data crit- 
ical to its foreign inspection efforts. 

A workable system for tracking who sends what and when to this country, and 
whether such firms meet U.S. good manufacturing practice requirements, must be 
implemented, and soon. Commissioner Henney should immediately determine the 
agency’s information technology requirements, and then finish the job. 

Meanwhile, as FDA continues to struggle with this problem, new inspection de- 
mands are piling up. Although we cannot determine the exact size of the foreign 
inspection backlog, we know that one exists and it appears considerable. 

What is worse is that in the coming years increased inspection demands will only 
grow. For example, staff was told that next year, as many as 10 to 15 new facilities 
requiring an FDA inspection could emerge in China alone. For this single country, 
FDA would have to significantly increase its inspection efforts from the previous 
year, which would represent a significant resource expense to the agency. Multiply 
this across the globe and the ensuing problem becomes obvious. 

How will we expect the FDA to keep pace with such demand when it is already 
falling behind? Further, if the agency cannot keep up, what will the effect be on 
the safety of the nation’s drug supply? These are critical questions that must be 
asked and properly addressed. What is also important is that we ask these ques- 
tions in the context of the larger debate now taking place regarding drug pricing. 
That is because the outcome of that debate could have profound consequences on 
how the agency does its job, and how it allocates resources. 

While it is known that I have a number of safety concerns regarding most of the 
re-import proposals, I also have concerns that we are on the verge of asking an al- 
ready overstretched agency to do significantly more. I remain skeptical whether we 
will adequately fund FDA, or even if it is technically prepared and capable of doing 
the job. I cannot think of a time when FDA was not struggling for resources, nor 
do I recall that the agency did a particularly good job at stopping adulterated and 
counterfeit material from reaching our shores before the Prescription Drug Mar- 
keting Act went into effect. 

Policing the world’s drug supply is an expensive endeavor. Yet, while we agree 
that foreign inspections are a critical component to safeguarding the nation’s health, 
we still do not adequately fund them. Why? If we are going to hold the FDA respon- 
sible for being the world’s drug cop, shouldn’t we provide it with the necessary re- 
sources to do the job competently? 

Let me conclude by sa3dng that I believe that drug counterfeiting is a very real 
problem that will likely only grow worse in the future. The world’s drug supply is 
every bit as vulnerable to dangerous counterfeiting today as when I first began the 
investigation more than 15 years ago that ultimately led to the Prescription Drug 
Marketing Act. And while I have a great deal of respect for my friends at the FDA 
that continually protect us from that threat, I do believe the agency is slipping be- 
hind in meeting its mandate. I would think long and hard about whether, in the 
near future, we want the agency to take on even greater responsibilities, before we 
have first addressed what is now broken. 

I look forward to hearing from today’s witnesses, and with that, I yield back. 

Mr. Upton. Thank you. Recognize the vice chair of the sub- 
committee, Mr. Burr. 

Mr. Burr. Thank you, Mr. Chairman. Welcome, Commissioner 
Henney. Mr. Chairman, before I make my written remarks, let me 
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associate with the chairman of the committee and the ranking 
member of the committee with the concern that I personally hold 
after a 2V2-year commitment through the FDAMA legislation at a 
time where we worked aggressively, every member of this com- 
mittee, to protect the gold standard that we recognize existed at 
the Food and Drug Administration and the dismay that we go 
through today with an effort to open up the market to a flow of 
drugs in a way that we can’t, I believe, fulfill the commitment to 
meet the same standard. 

It is somewhat of an amazement that it bypassed this committee, 
that the effort is stuck into an appropriations bill and that individ- 
uals responsible within this government for the safety and efficacy 
of our pharmaceuticals have been supportive of this effort for re- 
importation and importation. I have tried to stay focused on this 
hearing because it deals with counterfeit drugs. It is somewhat 
ironic that we would highlight the problem that exists in America 
and at the same time walk into another room and talk about how 
to expand the risk to us of a current problem. 

After reviewing Commissioner Kenney’s testimony, I am pleased 
to see that the FDA listened to several of our suggestions at the 
June 8 hearing and has moved forward with some important initia- 
tives. However, several statements in the testimony do raise some 
questions. One, given that the importers were notified on January 
29, 1999, March 24, 2000, July 20, 2000 and July 28, 2000, that 
they must provide the FDA with the identity and location of the 
drug import manufacturers, it concerns me that you have not pro- 
vided us with any compliance data on the requirement today. The 
first notice was given over 20 months ago. 

Two, as one of the authors of FDAMA, it disheartens me to see 
that a final rule on a requirement included in FDAMA has just 
been sent for approval to the Office of Management and Budget. It 
is very important for foreign establishments whose products are 
imported or offered for import into the U.S. to register with the 
FDA and identify a U.S. agent. It should not have taken FDA 3 
years to issue a rule on this part of the FDAMA legislation. You 
state that the Office of Criminal Investigations is working on a 
number of ongoing investigations with Customs involving unap- 
proved and counterfeit finished human drugs. I am curious to know 
how many investigations are included in a number after all the 
years the FDA just spoke about the potential threat posed by coun- 
terfeit drugs. 

Four, the Prescription Drug User Fee Act requires preapproval 
inspections of manufacturing facilities. Why are there by FDA’s 
count 242 uninspected foreign manufacturers that are exporting 
products to the United States of America? The bottom line in this 
issue is consumer safety. It should be as it relates to the debate 
on counterfeit drugs, it should be as it relates to any debate about 
a stream or flow of pharmaceuticals, be them finished or bulk, to 
this country and I hope that never changes. 

I thank the chairman. I yield back. 

Mr. Upton. Thank you. 

Mr. Bryant. 

Mr. Bryant. Thank you, Mr. Chairman. I too, as my colleague 
from North Carolina did, wish to associate myself with the remarks 
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of our chairman of the full committee as well as the ranking mem- 
ber in terms of the concern that we all have regarding the avail- 
ability of prescription drugs to our population as well, and specifi- 
cally to our senior citizens. 

I would differ with those on the committee who raise complaint 
about this Congress passing for the first time ever a prescription 
drug benefit for our senior citizens, something again that has never 
happened. And while it may not be the perfect bill, and rarely do 
we initially pass a perfect bill out of the House, it is a good start. 
It goes a long way down the road in providing universal coverage. 

It is a voluntary bill, one that doesn’t make you get into the pro- 
gram if you don’t want to, one that provides very good access to 
this benefit and at the same time provides a catastrophic type cov- 
erage for people out there who have extremely large bills. I think, 
importantly, it offers this, to coin a Washington phrase, sooner 
than later, this is something our senior citizens in particular don’t 
need to wait years to begin receiving this type of benefit. 

I would specifically thank our chairman of this subcommittee, 
Mr. Upton, for a very timely hearing. I think in terms of providing 
an opportunity to have the FDA in at this time as well as Customs 
and Justice to talk about the importation issue is a wonderful op- 
portunity, given several things, the Internet and sales and things 
like that that are just overwhelming Congress in so many ways. 
The Internet itself, sales of prescription drugs and other things 
would be one of those, but so many other times I think that the 
Internet and the technology that is emerging, particularly in the 
pharmaceutical industry, are overwhelming Congress’s ability to 
keep up and enact legislation and to regulate to the extent those 
are necessary. Just deciding whether we need to regulate or legis- 
late sometimes is a difficult decision itself. 

But I do look forward to the testimony of this very distinguished 
panel. Obviously the issue of the day is the importation and even 
the legislation that my colleague in North Carolina referred to, the 
riders to the agriculture appropriation bills that permit this. The 
legislation that protects the safety and the efficacy of drugs was 
put in place for a reason. 

There is a concern now, again with the rising cost of drugs, that 
we look at ways to lower those costs. This was one of the things 
that has been passed out of the House, but again not without con- 
troversy. I do look forward to the statements from the panelists on 
those opinions. And given the events of the last week with the ap- 
proval of the drug RU-486, I am sure that might come out in some 
examination, because that obviously has very broad implications, 
too, in this arena of reimporting drugs into the country and the 
safety, which I think we all agree is foremost in the minds of all 
the people in this room today as well as I suspect in Washington 
also. 

With that said, I would be happy to give back my time, but again 
my appreciation for your very timely hearing today. 

Mr. Upton. Thank you. 

Mr. Waxman. 

Mr. Waxman. I have no opening statement. I welcome our wit- 
nesses. I look forward to their testimony. I will reserve all my com- 
ments until we get into questions. But I also want to commend the 
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FDA for its decision last week on RU-486 and so many other things 
where I think it is doing a good joh. You should hear sometimes 
from us and we acknowledge that. 

Mr. Upton. Well thank you. At this point we are prepared to 
have the first panel testify. We are honored to have the Honorable 
Jane Henney, Commissioner of the Food and Drug Administration, 
with us today; the Honorable Raymond Kelly, Commissioner of the 
U.S. Customs Service; and Ms. Patricia Maher, Deputy Assistant 
Attorney General, Civil Division, from the Department of Justice. 
Welcome. 

As you may know, your statements in their entirety are made as 
part of the record. We would appreciate it if you might be able to 
summarize that in about 5 minutes or so. And as you may know, 
testimony before in subcommittee traditionally has always been 
under oath. And do any of you have objection to us taking your tes- 
timony under oath? 

Ms. Henney. I don’t have objection to taking it under oath, but 
I would like to affirm rather than swear, affirm rather than swear 
as you give the oath. 

Mr. Upton. Okay. 

Mr. Dingell. That is proper. 

Mr. Upton. Do any of you wish to be represented by counsel as 
well? If not, if you would stand. 

[Witnesses sworn.] 

Mr. Upton. You are now under oath, and. Dr. Henney, we will 
start with you. Thank you and welcome. 

TESTIMONY OF HON. JANE E. HENNEY, COMMISSIONER, FOOD 

AND DRUG ADMINISTRATION; ACCOMPANIED BY DENNIS E. 

BAKER, ASSOCIATE COMMISSIONER, REGULATORY AFFAIRS; 

HON. RAYMOND KELLY, COMMISSIONER, U.S. CUSTOMS 

SERVICE; AND PATRICIA L. MAHER, DEPUTY ASSISTANT AT- 
TORNEY GENERAL, CIVIL DIVISION, DEPARTMENT OF JUS- 
TICE 

Ms. Henney. Thank you. Good morning, Mr. Chairman, mem- 
bers of the committee. I am Jane Henney, Commissioner of Food 
and Drugs. I appreciate the opportunity to be here today to discuss 
our efforts to detect and prevent the introduction of counterfeit 
bulk drugs into the drug supply of the United States and specifi- 
cally to report on our actions since your hearing on this matter in 
June. A more comprehensive report of these activities is in my 
statement, and I appreciate your placing that in the record. 

FDA believes that the quality of drugs in this country is high, 
but we must take very seriously any allegations regarding the 
counterfeiting or adulteration of drug products. The agency agrees 
with the committee’s assessment that more can and should be done 
to help ensure that imported bulk drugs or active pharmaceutical 
ingredients in finished products meet the requirements of the Fed- 
eral Food, Drug and Cosmetic Act. 

The agency has been developing and implementing additional 
strategies for assessing the scope of the threat of imported counter- 
feits and moving forward with activities already under way. Let me 
begin by providing the committee with an update on the five initia- 
tives FDA announced at the time of the June hearing. 
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No. 1, additional funds were allocated to the Forensic Chemistry 
Center for sampling, analytical work and assessments of APIs 
gathered through targeted inspections of importers. With these 
funding increases, the Forensic Center has conducted 20 targeted 
API inspections, including 9 at importers of foreign APIs, 10 at do- 
mestic finish dose manufacturers, and one at a domestic animal 
drug manufacturer. The Forensic Center inspectors are now ana- 
lyzing the information obtained during these inspections to deter- 
mine whether additional follow-up by district officers, investigators 
or our Office of Criminal Investigations is warranted. 

Two, make the Forensic Center API data base available elec- 
tronically to all field investigators by January 2001. This, as you 
recall, is a data base that currently contains information or finger- 
prints on 330 APIs that have been collected and chemically ana- 
lyzed by the Forensic Center. This information is one important 
tool that FDA can use to more quickly identify whether or not a 
product is authentic or counterfeit. The technology necessary to 
make the Forensic Center’s API data base availaWe to all of our 
field and port and drug inspectors is being developed and planned. 
We do expect to have the system in place by January 2001. 

Three, expand the Philadelphia pilot nationwide by the end of 
2000. The Philadelphia pilot, as you will recall, allowed inspectors 
to retrieve additional drug approval data from the Establishment 
Evaluation System, or EES, data base maintained by the Center 
for Drug Evaluation and Research in about 3 to 4 minutes on any 
API entry. Rapid access to this information increases the prob- 
ability of confirming authentic sourcing of APIs. 

The pilot was a success and access to this system has been ex- 
panded to three FDA districts handling the vast majority of APIs, 
New York, New Orleans, and the San Juan district offices. Cur- 
rently we are completing plans for the additional technology up- 
grades in the training for field personnel necessary to expand the 
program to the rest of our districts, which we will complete early 
next year. 

Four, put all importers on notice that they are required to pro- 
vide the name of the foreign manufacturer upon entry into the IJ.S. 
and that the entry of their products into the U.S. will be contingent 
upon it. The agency has placed the import industry on notice re- 
garding the existing requirement to provide FDA with accurate 
data regarding the identity and location of the manufacturer of im- 
ported drugs. On July 20 of this year, we posted an updated 
version of these requirements on the Internet with links to and 
from FDA’s import operations pages. And on July 28 a Customs 
systems administrative message was issued to all files with a ref- 
erence to this Internet site containing these requirements. Compli- 
ance with this requirement is assessed as the agency carries out 
routine filer evaluation. Customs has informed FDA that these 
types of reporting failures may be the basis for Customs civil ac- 
tions. This information will be useful to the agency in better defin- 
ing and identifying a universe of foreign manufacturers shipping to 
the U.S. 

Five, require domestic manufacturers to provide information to 
FDA when they discover that the bulk materials they receive are 
substandard, ineffective or appear not to be from the approved 
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source. As you may know, the committee proposed this idea to the 
agency last year. We are proceeding with efforts to develop a pro- 
posed regulation that would establish this requirement. 

I would be pleased to also note actions that we have under way 
or other actions we have taken, including foreign registration. We 
have cleared and forwarded to 0MB the final rule requiring foreign 
establishments whose products are imported or offered for import 
into the U.S. to register with FDA and to identify a U.S. Agent. 
This rule will be effective 6 months after the publication of the 
final rule, and it will provide us the collection of information need- 
ed to establish an accurate official established inventory. 

We have reestablished our working group and this group has 
spent 3 months exploring a full range of issues regarding imported 
counterfeit and substandard drugs. 

On the important issue of information technology needs assess- 
ment, it was one of the greatest concerns at the June hearing, for 
the agency does lack a well-integrated IT system, particularly with 
respect to regulation of drug imports, but as it relates to our other 
information systems as well. We have had a contractor undertake 
a study. Their report has recently been received by the agency and 
we are currently reviewing both their recommendations and their 
resource estimates. We have also begun very aggressive cross-train- 
ing with the U.S. Customs Service in June and July. We’ve con- 
ducted three import enforcement training courses for our own per- 
sonnel. This is a course that has been jointly developed by FDA 
and Customs, who have developed the course and teach it. And it 
focuses on the interplay between FDA and Customs enforcement 
measures, strategic problem solving, administrative procedures and 
international agreements, and one-half of the training is in Cus- 
toms law and regulation. We are extending this course to addi- 
tional field personnel and we will be joined by other members of 
the Customs Service as well. 

The other cooperative efforts we have with Customs include our 
memorandum of understanding with a cross-designation of our OCI 
agents as Customs officers and we are working on a number of on- 
going investigations with Customs regarding unapproved and coun- 
terfeit finished human drugs, medical devices, and foods. 

We have also had very aggressive discussions with Customs’ Ap- 
plied Technology branch about the use of countermeasures to de- 
tect counterfeits and track shipments when warranted. We have 
also been active in the international arena, which I would be glad 
to spend time discussing with you if you would like in the ques- 
tions and answers. And we are also working with Customs on the 
leveraging of science and technology. We have met to explore meth- 
ods to better leverage our respective resources in this manner. 

We had hosted at the Forensic Center a meeting on August 10 
with Customs officials to look at ways to use analytical data and 
equipment and cross-train in methodology and emerging forensic 
techniques. With respect to an import alert, we have been working 
with the issue of identifying foreign API manufacturers shipping to 
the U.S. who have not been inspected. As many members have 
cited, this data has enabled us to produce a list of 242 manufactur- 
ers in 36 countries that appear to have exported to the U.S. in 
1999 but have not been inspected. Today we have issued an import 
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alert for these uninspected foreign drug establishments. We have 
also had additional strategies for handling imported counterfeit un- 
approved drugs and APIs under consideration, which I will be 
happy to discuss during the questions and answers. 

Mr. Chairman, in June you asked us what additional resources, 
personnel and funding may be necessary to fully carry out our re- 
sponsibilities for inspecting foreign drug manufacturers and to in- 
crease the surveillance of foreign APIs and finished drugs. The 
agency has long recognized that we need additional resources in 
the area of post-market surveillance, which would encompass many 
of the activities I’ve discussed. In just the past 2 years, fiscal year 
1999 and fiscal year 2000, the President’s budget included $25.8 
million and $39.3 million, respectively, for post-market surveillance 
activities. Neither of these requests was funded. The lack of new 
funding and absence of increase for our core operations reduces the 
numbers of FTEs available to perform the agency’s critical post- 
marketing activities. 

At this time only preliminary estimates have been made of these 
resource requirements, as the scope of this evaluation needs to en- 
compass both the agency’s domestic and foreign operations as well 
as the operations of the various FDA centers. Once we have as- 
sessed these needs, we will look forward to working with you and 
the other Members of Congress to assure FDA has the tools it 
needs to do our job for the American public. 

Mr. Chairman and members of the committee, I want to assure 
you that all of us at FDA remain concerned about any possibility 
that counterfeit or otherwise unsafe drugs may find their way into 
the American drug supply. We will remain vigilant as we refine 
and improve our programs and procedures that we use to ensure 
the availability of safety medications for consumers. We appreciate 
your continued interest in these issues, and I will be happy to an- 
swer questions. 

[The prepared statement of Hon. Jane E. Henney follows:] 

Prepared Statement of Hon. Jane E. Henney, Commissioner of Food and 

Drugs 

INTRODUCTION 

Mr. Chairman and Members of the Committee, I am Jane E. Henney, M.D., Com- 
missioner of Food and Drugs, Food and Drug Administration (FDA or the Agency). 
I appreciate the opportunity to be here today to discuss our efforts to detect and 
prevent the introduction of counterfeit bulk drugs into the drug supply of the United 
States (U.S.), and specifically, to report on our actions since your hearing on this 
matter in June. 

As we stated in our testimony at your June 8 hearing, FDA believes that the au- 
thenticity and quality of drugs in this country is high, but we must take very seri- 
ously any allegations regarding the counterfeiting or adulteration of drug products. 
The Agency agrees with the Committee’s assessment that more can and should be 
done to help ensure that imported bulk drugs or Active Pharmaceutical Ingredients 
(APIs) and finished drug products meet the requirements of the Federal Food, Drug, 
and Cosmetic (FD&C) Act. Since June 8, the Agency has been developing and imple- 
menting additional strategies for assessing the scope of the threat of imported coun- 
terfeit APIs to U.S. consumers and responding appropriately to that threat. 

The growth in international trade over the past few decades has had a substantial 
impact on the ability of FDA to cope with the volume of regulated products, includ- 
ing APIs. Despite an increase in overall Agency funding in recent years, those in- 
creases have been allocated to new initiatives, and the Agency’s core operations 
have not received commensurate increases. Field personnel and resources have been 
stretched so thin that FDA has been struggling to fulfill many of our program man- 
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dates. The increasing number of APIs from overseas makes policing the global drug 
marketplace to deter or interdict imported substandard drugs a daunting task. We 
have looked for additional ways in which we can use our own resources wisely, as 
well as leverage with others to increase our effectiveness. 

On June 8, you asked FDA for a plan to improve our ability to detect and interdict 
imported counterfeit and substandard APIs. We forwarded a preliminary report to 
you, Mr. Chairman, on August 10, 2000, which outlined the Agency’s plans and ad- 
ditional ideas under consideration for better handling imported counterfeit and sub- 
standard APIs and finished drugs. 

Let me begin by providing the Committee with an update on the five initiatives 
FDA announced at the June hearing. 

1. In February 2000, additional funds were allocated to the Forensic Chemistry Cen- 

ter (FCC) by the Office of Regulatory Affairs for sampling, analytical work and 
assessments of APIs gathered through targeted inspections of importers. 

With these funding increases, the FCC has conducted 20 targeted API inspections, 
including nine at importers of foreign APIs, ten at domestic finished dosage manu- 
facturers and one at a domestic animal drug manufacturer. The FCC inspectors are 
now reviewing imported API documents and samples of product, labeling, packaging 
schemes and certificates of analyses obtained during these inspections. Information 
derived by these analyses will be used to help determine whether additional follow- 
up by district office investigators or the Office of Criminal Investigations is needed 
and to support any enforcement actions that may be warranted. At each of these 
inspections, the FCC worked with local FDA district drug investigators to detect 
suspect API shipments through product and records examinations. This activity also 
provided an opportunity for FCC staff to train field investigators and raise the 
awareness of District Investigation Branches to the problem of counterfeit API’s. Ad- 
ditional hands-on training is planned for investigators in other strategic locations. 

2. Make the FCC API database available electronically to all field inspectors by Jan- 

uary 2001. 

This database currently contains information or “fingerprints” on 330 API’s that 
have been collected and chemically analyzed by FCC. This information is one impor- 
tant tool which FDA can use to more quickly identify whether or not a product is 
authentic or counterfeit.The technology necessary to make FCC’s API database 
available electronically on a real-time, searchable basis to field import and drug in- 
spectors is being developed, and training for field personnel is being planned. We 
expect to have this system in place by January 2001. 

3. Expand the Philadelphia pilot nationwide by the end of 2000. 

A pilot program was begun in the Philadelphia District office in 1997, to evaluate 
the value of providing drug approval information to import field personnel. The pilot 
provided import inspectors in the Philadelphia District with access to information 
contained in the Establishment Evaluation System (EES) database maintained by 
the Center for Drug Evaluation and Research (CDER). EES tracks information re- 
lated to the approval process for drug applications. The program allows inspectors 
to retrieve additional important data in about three to four minutes on any API 
entry, which increases the probability of confirming authentic sourcing of APIs. 

In light of this success, access to the EES system has been expanded to the three 
FDA Districts handling the vast majority of APIs — New York, New Orleans and San 
Juan District Offices. Training for these inspectors has been completed and accounts 
have been established. The system has been up and running for approximately two 
months, and our inspectors in these districts report that the EES information is 
very useful in helping to assure that the declared destinations of imported APIs are 
appropriate. Currently, we are completing plans for the additional technology up- 
grades and training for field personnel necessary to expand the program to the rest 
of our districts, which we plan to complete early next year. 

4. Put all importers on notice that they are required to provide the name of the for- 

eign manufacturer upon entry into the U.S., and that the entry of their products 
into the U.S. will be contingent upon it. 

The Agency has placed the import industry on notice regarding the existing re- 
quirement to provide FDA with accurate data regarding the identity and location 
of the manufacturer of imported drugs. These requirements were previously made 
clear to importers and brokers through notices issued on January 29, 1999, and 
March 24, 2000. However, this requirement was not being fully met. Therefore, on 
July 20, 2000, the Agency again posted an updated version of its requirements on 
the Internet with links to and from FDA’s import operations pages. On July 28, 
2000, a U.S. Customs Service (Customs) Automated Broker Interface (ABI) system 
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administrative message was issued to all filers with a reference to the Internet site 
containing these requirements and a physical mailing address where a filer may re- 
quest a hard copy from the Agency. A copy of the July 28, ABI notification was pro- 
vided in FDA’s August 10, letter to the Subcommittee. 

Compliance with this requirement is assessed as the Agency carries out routine 
filer evaluations and is one of the factors considered in providing continued elec- 
tronic filing privileges on Operational and Administrative System for Import Sup- 
port (OASIS). Customs has informed FDA that these types of reporting failure may 
be the basis for Customs civil actions. This information will be useful to the Agency 
in better defining and identifying the universe of foreign manufacturers shipping to 
the U.S. 

5. Require domestie manufacturers to provide information to FDA when they discover 
that the bulk materials they receive are substandard, ineffective, or appear not 
to be from the approved souree. 

As you know, the Committee proposed this idea to the Agency last year. We stat- 
ed in June that we agreed this is a promising approach, and FDA is examining what 
would be required to develop a proposed regulation that would establish this re- 
quirement. 

Agency Examination of Imported Counterfeit Bulk Drugs 

Immediately following the June 8 hearing, FDA established a Counterfeit Drug 
Working Group (Working Group) which has spent the past three months exploring 
the full range of issues concerning imported counterfeit and substandard drugs. The 
Working Group has looked carefully at FDA’s import operations and our foreign 
drug inspection program, and has been developing a plan to better assess the extent 
of the counterfeit drug problem in the U.S. The Working Group also has been exam- 
ining ways the Agency can more readily detect these products to better ensure that 
the public is protected from potentially hazardous drugs. 

FDA’s Counterfeit Drug Working Group consists of representatives from many 
Agency components, including: the Office of Criminal Investigations (OCI), the Divi- 
sion of Import Operations and Policy (DIOP), the Office of Enforcement, the Foren- 
sic Chemistry Center (FCC), the Division of Federal-State Relations (DFSR), the Di- 
vision of Information Systems (DIS), and the Division of Emergency and Investiga- 
tional Operations (DEIO), all of which are components of the Office of Regulatory 
Affairs (ORA), as well as the Offices of Compliance within the Center for Drug Eval- 
uation and Research (CDER) and the Center for Veterinary Medicine (CVM), and 
the Office of Chief Counsel (OCCl). 

While FDA is still in the process of assessing the effectiveness of the regulatory 
tools, compliance programs, staffing and procedures that already exist within the 
current statutory construct to monitor imported APIs, the Agency already has im- 
plemented a number of program initiatives, including the following actions. 

Foreign Registration — FDA has cleared and forwarded to the Office of Manage- 
ment and Budget (0MB) a final rule requiring foreign establishments whose prod- 
ucts are imported or offered for import into the U.S. to register with FDA and to 
identify a U.S. agent. As you know, this requirement was mandated in the Food and 
Drug Administration Modernization Act of 1997. It will provide for the collection of 
information needed to establish an accurate Official Establishment Inventory for 
foreign drug firms. 

Information Teehnology Needs Assessment (IT) — ^As you know, one of the issues 
of great concern at the June hearing was the Agency’s lack of a well-integrated IT 
system for the regulation of drug imports. We acknowledged that FDA has been 
working with several independently developed databases of critical information that 
need to be integrated. We also understand the Committee’s frustration that this 
problem has not yet been remedied. 

In early July, FDA engaged the services of a private IT contractor to assess the 
Agency’s IT needs for drug imports and to propose changes to accomplish the goals 
described below. The contractor was charged with determining what information 
FDA import inspectors need to fully assess the admissibility of all FDA regulated 
commodities. The contractor consulted with import inspectors and compliance offi- 
cers with expertise in FDA and Customs laws and regulations, good manufacturing 
practices, and IT import applications. The contractors’ report was recently received 
by the Agency, and we are currently reviewing both the recommendations and the 
estimated resource requirements. 

Cross-training with U.S. Customs Service — In June and July 2000, FDA conducted 
three Import Enforcement training courses for FDA import personnel including 
Compliance Officers, Consumer Safety Officers, and Consumer Safety Inspectors. A 
total of 120 students attended one-week courses representing in total about half of 
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all persons assigned to field import operations. FDA and Customs jointly developed 
the curriculum and taught the course. The course included training in Strategic 
Problem Solving (SPS), a Customs training module developed specifically to facili- 
tate the targeting, investigation and prosecution of willful violators. Each course in- 
cluded a facilitated workshop after the pattern of SPS. In each class, students ana- 
lyzed and provided recommendations for specific imported API counterfeiting fact 
patterns. These facilitated brainstorming sessions by the field personnel focused on 
the imported counterfeit API threat and produced numerous ideas for strategies in 
detecting, preventing, and interdicting counterfeit imported APIs. The Working 
Group is assessing these proposals for viability. 

This training course is being extended to additional field personnel in three ses- 
sions that began this week. 

Other Cooperative Efforts with Customs — FDA’s OCI has a close working relation- 
ship with Customs, including a Memorandum of Understanding providing for all 
OCI agents to be cross-designated as Customs Officers. OCI currently is working a 
number of on-going investigations with Customs involving unapproved and counter- 
feit finished human drugs, and adulterated and misbranded medical devices and 
foods. 

OCI and Customs cooperated in a joint operation targeting the Internet sales of 
unapproved pharmaceuticals by Thailand-based organizations. In cooperation with 
Thai authorities. Customs arranged for the consolidation and diversion of inter- 
national mail deliveries of these products to JFK Airport, where FDA personnel 
were assigned exclusively for review and processing of these entries. In the period 
February to August 2000, approximately 300 such shipments were reviewed, found 
to be non-admissible, and returned to Customs for forfeiture. 

FDA has also had discussions with Customs’ Applied Technology branch and we 
will be meeting with them this month to explore the use of countermeasure devices 
to detect counterfeits and track shipments where warranted. 

International Collaboration — OCI, through liaison with their international law en- 
forcement counterparts and other regulatory agencies, is a key Agency component 
in cooperative international efforts aimed at identifying, investigating and pros- 
ecuting drug crime. OCI participates in the Permanent Forum on International 
Pharmaceutical Crime (PFIPC), an international enforcement forum aimed at ex- 
changing information and ideas on combating pharmaceutical crime. PFIPC works 
in conjunction with a Forensic Group that provides scientific expertise. OCI also 
maintains contact with their counterparts at the World Health Organization, the 
World Customs Organization, Interpol, and FDA’s counterparts such countries as 
the United Kingdom, Germany, Spain and Australia. Additionally, the FCC partici- 
pates in the International Laboratory Forum on Counterfeit Medicines. 

Forensic Chemistry Center Initiatives — The FCC and Customs have agreed to ex- 
plore methods to better leverage their respective resources in the investigation and 
analysis of suspect counterfeit products. The FCC hosted the first meeting in their 
forensic laboratory on August 10, 2000, and demonstrated FDA’s current forensic ca- 
pabilities and strategies. The two agencies will explore ways to grant access to ana- 
l3dical data and equipment and cross training in methodologies and emerging foren- 
sic techniques. The FCC will interface directly with Customs’ laboratories to share 
information on analytical procedures FDA’s forensic experts use to detect unap- 
proved and counterfeit APIs. FDA has placed a high priority on developing with 
Customs a unified approach for interdicting counterfeit drugs. 

Review of Data on Uninspeeted Firms — In response to a request from Chairman 
Bliley earlier this year, FDA produced a report based on unverified data from 
OASIS, which identified listings for approximately 4,600 firms that appeared to be 
non-inspected foreign drug manufacturers. It should be noted that the OASIS data 
was input by Customs house brokers at the time that drug entries were filed. 

This number of 4,600 “uninspected firms” was the subject of great concern at the 
June hearing. As explained in our previous testimony, that number was the best 
estimate we were able to provide on short notice, and was derived by comparing raw 
data input by import brokers into OASIS with a known list of inspected firms. FDA 
has reviewed the OASIS data and manually cross-checked it with other information 
sources to weed out duplicates and incorrect entries and establish a much more ac- 
curate list of uninspected foreign drug manufacturers that appear to have exported 
to the U.S. an API that is normally used to manufacture a finished dosage form 
which requires an approved application. So far, the review of this data has enabled 
us to produce a much more reliable list of 242 foreign API manufacturers, in 36 
countries, that appear to have exported to the U.S. in 1999, but have not been in- 
spected, according to the EES database. The Agency is developing an import alert 
for these uninspected foreign drug establishments. The 242 identified firms include 
forty-six firms in China and Hong Kong and eleven firms in India. 
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The final phase of the analysis of the OASIS data will be to identify firms FDA 
has not inspected but which are referenced in approved human and animal drug ap- 
plications. The human drug firms will be evaluated using a risk-based analysis 
stratified into one of four tiers, incorporated into FDA’s surveillance list, and subse- 
quently scheduled for inspection. 

Additional Strategies for Handling Imported Counterfeit, Unapproved 
Drugs and APIs 

Joint Industry ! Agency Efforts — Members of the Working Group conferred with 
the FDA’s Field Drug Committee (FDC) on counterfeit API issues. The FDC histori- 
cally has maintained networks with drug industry personnel and trade associations 
and has utilized these relationships for furthering the important message of health 
and safety through consistency in the Good Manufacturing Practice compliance. The 
FDC will assist in developing avenues through which industry could join forces with 
the Agency in combating counterfeits in the market place. 

Beyond this initial approach through the FDC, the Agency is exploring additional 
routes for encouraging and receiving intelligence on counterfeit drugs in the world 
market. Historical experience in prior counterfeit API investigations has dem- 
onstrated that foreign API manufacturers whose products are being counterfeited 
can provide substantial assistance in developing tests for authenticity and intel- 
ligence regarding suspected counterfeiting operations. The Agency is aware that in- 
telligence gathering from the trade is a critical element to successfully identifying 
suspect counterfeits in the market. 

Foreign Inspection Component — When faced with the challenge of a steadily in- 
creasing volume of needed foreign inspections, coupled with limited resources, a 
risk-based approach to foreign drug inspection was developed. ODER established a 
four-tiered approach to prioritizing and performing surveillance inspections of firms 
that FDA had not previously been able to inspect. At the present resource level, 
however, FDA is only able to inspect firms in Tier I (Official Action Indicated, or 
OAI, inspection follow-up) and Tier II (sterile bulks, finished drugs and aerosols). 
It should be noted that pre-approval inspections are required by the Prescription 
Drug User Fee Act and most are conducted in accordance with the Act’s mandate. 
Thus, resources are the primary factor limiting the Agency’s ability to undertake ad- 
ditional inspections. As I am sure your Committee staff reported back to you after 
their trip to China and India to observe foreign inspections, foreign inspections are 
extremely resource intensive — requiring not only highly trained investigative and 
scientific personnel, but linguistically and culturally competent staff, as well. The 
time needed to conduct a foreign inspection is also magnified by travel require- 
ments. 

The Agency is reassessing these issues and discussing how to best utilize our cur- 
rent resources given current constraints. We hold fast to the belief that there is no 
substitute for an eyes and hands-on inspection. 

Even with these limitations, I would hasten to note that since 1990, the Agency 
has shifted resources from domestic to foreign programs to increase our presence in 
the foreign drug manufacturing marketplace, recognizing the shift in global mar- 
kets. The foreign drug inspection program for the current fiscal year is on track for 
accomplishing approximately 460 inspections in all foreign drug program areas. This 
represents more foreign inspections than the Agency has ever completed in a single 
year. The program continues to be primarily application driven, and the priorities 
associated with the product approval process do impact our ability to conduct drug 
surveillance inspections. 

For fiscal year (FY) 2001, ORA is projecting approximately 550 foreign inspections 
associated with its foreign drug work plan in all program areas. The FY 2001 for- 
eign work plan focuses on manufacturers that have not been inspected, as identified 
through the analysis of OASIS data discussed previously. This includes substantial 
increases in drug surveillance inspections, which would result in increased coverage 
of firms in Tiers III and IV. However, to accomplish this increase, a reallocation of 
existing resources would need to occur by reducing our domestic inspection program. 

Import Operations Component — FDA’s DIOP is responsible for providing policy 
guidance to the field relating to import procedures, overseeing the development and 
operation of the Agency’s Import Alert system, and for maintaining the Agency’s 
OASIS system. Customs has identified over 300 designated ports of entry. OASIS 
data indicates that approximately 176 ports have seen entries of APIs. FDA has a 
notable presence in over 40 ports. The ports where FDA conducts the bulk of its 
work represent those through which the vast majority of drugs enter. The Working 
Group is reviewing DIOP’s procedural and system operations and is assessing the 
Agency’s personnel and equipment needs to better monitor U.S. ports of entry. 
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Security Measures — FDA is engaged in discussions with the Customs’ Applied 
Technology Division, which has considerable experience in tracking shipments with- 
in U.S. commerce to verify and document cargo diversion. We will evaluate the cur- 
rently available technology in terms of levels of surveillance capabilities, cost of 
equipment and implementation. Additionally, we have asked the IT contractor to ex- 
plore the possible use of low cost security devices by foreign manufacturers such as 
chemical taggants in labeling, glue, ink or packaging materials to detect suspect 
counterfeit drugs. Other possible solutions include radio frequency tags for detection 
during examinations at ports of entry. 

The Agency is considering a wide array of available technology, including 
encrypted bar code technolo^ in labeling and Certificates of Analysis containing 
manufacturing information already submitted by the foreign manufacturer through 
a secure web-based environment. 

Mr. Chairman, in June you asked us what additional resources, personnel and 
funding may be necessary to fully carry out our responsibilities for inspecting for- 
eign drug manufacturers and to increase the surveillance of foreign APIs and fin- 
ished drugs. The Agency has long recognized that we need additional resources in 
the area of post-marketing surveillance, which would encompass many of the activi- 
ties I have just discussed. In just the last two years — FY 1999 and FY 2000 — the 
President’s budget included $25.8 million and $39.3 million, respectively, for post- 
marketing surveillance activities, none of which was funded. The lack of new fund- 
ing, coupled with an absence of increases for core operations, reduces the number 
of FTEs available to perform the Agency’s critical post-market activities. 

At this time, only preliminary estimates have been made of these resource re- 
quirements, as the scope of this evaluation needs to encompass both the Agency’s 
domestic and foreign operations, as well as the operations of various FDA Centers. 
We look forward to providing more specific information on our funding needs relat- 
ing to personnel and technology in the future, once a complete assessment is made 
and appropriate review has occurred. 

FDA will continue its assessment of the extent of the counterfeit drug problem 
in the U.S. Over the coming weeks, the strategies outlined above will be further de- 
veloped and enhanced, and other potential strategies will be considered. While the 
Agency has already made a good deal of progress, we have much work remaining. 

CONCLUSION 

Mr. Chairman, I want to assure you that all of us at FDA remain strongly con- 
cerned about any possibility that counterfeit or otherwise unsafe drugs may find 
their way into the American drug supply. We will remain vigilant as we refine and 
improve the programs and procedures that we use to ensure the availability of safe 
medications for consumers. 

We appreciate the continued interest of the Subcommittee in these important 
issues. Thank you again for the opportunity to discuss these issues with you, and 
I will be happy to answer any questions. 

Mr. Upton. Thank you. 

Mr. Kelly. 

TESTIMONY OF HON. RAYMOND KELLY 

Mr. Kelly. Thank you, Mr. Chairman, members of the com- 
mittee, for the opportunity to testify today. The Customs Service is 
an agency of almost 20,000 employees stationed at 301 ports of 
entry and 165 other locations across the country. Many know Cus- 
toms as the Federal Government’s primary drug interdiction agen- 
cy. One of our greatest challenges is sifting illegal narcotics from 
the $1 trillion in trade and half a billion travelers we process each 
year. But the scope of Customs’ responsibilities goes well beyond 
drug interdiction to include money laundering, copyright and trade- 
mark infringement, the import and export of weapons of mass de- 
struction, prohibited technologies, forced child labor investigations, 
child pornography and criminal exploitation of the Internet. We 
also enforce over 400 regulations for 40 other Federal agencies at 
our borders, including the laws that prohibits the importation of 
counterfeit pharmaceutical products. 
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As we are all aware, legislation is currently pending to allow the 
U.S. pharmacists and wholesalers to reimport American manufac- 
tured, FDA approved drugs from abroad. This morning. I’d like to 
discuss our concerns about the potential resource implications for 
our agency. 

Customs has experienced a significant spike in investigations 
and seizures of counterfeit pharmaceuticals over the last few years. 
One factor in this development is the Internet. We consider the 
problem serious enough to make it a top priority of Customs’ 
CyberSmuggling Center, which is our new state-of-the-art facility 
devoted to combating Internet crime. 

Part of the mission of the center is to search for foreign compa- 
nies marketing prohibited or unsafe drugs to U.S. consumers. That 
information is passed on to our Office of Investigations, which has 
successfully concluded a number of counterfeit pharmaceutical 
cases in recent years. Prescription drugs are most commonly sent 
through U.S. mail. Customs inspectors staff 14 international mail 
branches at various postal facilities across the United States to 
deal with these shipments. 

To state that finding counterfeit drugs hidden amongst hundreds 
of millions of parcels is like finding needles in a hay stack would 
be an understatement. In fact, finding any form of contraband in 
postal shipments presents a massive challenge. 

Our limited resources require a risk management approach, 
through which we utilize advance intelligence, records of past sei- 
zures, and other factors to zero in on packages that present the 
most significant threat. Customs laboratories also play a critical 
part in our investigations. Their expertise in analyzing everything 
from textiles to foreign oil, to food products to determine point of 
origin and composition is world-renowned. 

We maintain fully equipped labs at the following locations: New 
York, Chicago, Savannah, New Orleans, Los Angeles, San Fran- 
cisco and San Juan. In addition, we have three mobile labs that de- 
ploy at any point along our borders. We are confident in the foren- 
sic capability of our labs to find discrepancies in shipments of bulk 
and finished pharmaceuticals. But where we do require assistance 
specifically from the Food and Drug Administration is in deter- 
mining effective national standards for interdiction of these prod- 
ucts. These standards will be critical especially in light of the pend- 
ing legislation. 

To that end. Customs initiated a request to the FDA last Janu- 
ary for further guidance on detaining suspect pharmaceuticals. In 
addition, we formed a joint task force with FDA in August to exam- 
ine shipments of online drug purchases. The task force’s work will 
include the set-up of a pilot examination program in Los Angeles 
beginning on October 23. 

We’ve asked the FDA to develop interim guidelines to cover the 
illegal shipments we are taking in now for both online and bulk 
pharmaceuticals. Customs has already begun examining shipments 
of pharmaceuticals as part of Operation Safeguard, our ongoing en- 
forcement program with FDA. The first phase began September 25 
at the Customs mail facilities in Oakland, California and here in 
Washington at Dulles Airport. So far we’ve detained 200 ship- 
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ments. To give the members an example, our seizures included a 
3000-tablet shipment of Prozac with an expiration date of 1980. 

In addition, our Office of Investigations maintains a close rela- 
tionship with its FDA counterpart. We have a memorandum of un- 
derstanding, as the Commissioner mentioned, in place with the 
FDA at our field locations that cross-designates their special agents 
as Customs officers. Customs has also provided training to FDA of- 
ficials on import enforcement. We will continue do so throughout 
the course of the next fiscal year. 

Mr. Chairman, our biggest concern in the face of new legislation 
is obtaining adequate resources to enforce it. From an overall Cus- 
toms perspective, a spiraling volume of goods at our borders has 
put immense pressure on our ability to facilitate international 
trade while enforcing our Nation’s laws. We’ve taken many steps 
to address anticipated challenges, including refinement of our tar- 
geting approach and development of a Resource Allocation Model to 
project future staffing needs across the country. Though this study 
has not been finally approved by 0MB and the Treasury Depart- 
ment, once it is it will allow flexibility in building in new resource 
needs like the one we are discussing today. 

We just received the resource package FDA has developed and 
we are reviewing it right now. That analysis and the development 
of the national standards I referred to will help us greatly in deter- 
mining our own requirements. 

Customs encounters many travelers in our borders returning 
from trips expressly for the purpose of purchasing drugs. We are 
very familiar with the lengths to which our citizens will go to ob- 
tain savings on health costs. I should note that for the public’s in- 
formation implementation of the Medicine Equity and Safety Act 
would not affect individuals who travel across our northern and 
southern borders to obtain prescription drugs. They would continue 
to be subject to existing laws that apply to such purchases. Nor 
would online purchases by consumers be impacted. They too would 
be regulated according to current guidelines. 

Mr. Chairman, I want to thank you and the members of the com- 
mittee for considering the Customs Service in your discussions of 
the importation of pharmaceuticals. This is an issue that speaks di- 
rectly to our mission. We will continue to make every effort pos- 
sible to work with the Congress and our fellow inspection agencies 
to address the health and safety concerns of the American people. 

Thank you. 

[The prepared statement of Hon. Raymond Kelly follows:] 

Prepared Statement of Hon. Raymond Kelly, Commissioner, U.S. Customs 

Service 

Mr. Chairman, members of the committee, thank you for this opportunity to tes- 
tify. 

As Commissioner of U.S. Customs, I oversee an agency of 20,000 employees sta- 
tioned at 301 ports of entry across the country. Many know Customs as the federal 
government’s leading drug interdiction agency. One of our greatest challenges is 
sifting illegal narcotics from the 1 trillion dollars in trade and half a billion trav- 
elers we process each year. 

But the scope of Customs responsibilities goes well beyond drug interdiction to in- 
clude: money laundering; cop 3 Tight and trademark infringement; the import and ex- 
port of weapons of mass destruction and prohibited technologies; forced child labor 
investigations; child pornography; and criminal exploitation of the Internet. 
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We also enforce over 400 regulations for 40 other federal agencies at our borders, 
including the laws that prohibit the importation of counterfeit pharmaceutical prod- 
ucts, the topic I am here to discuss with you today. 

As you are all aware, legislation is currently pending to allow U.S. pharmacists 
and wholesalers to re-import American manufactured, FDA approved drugs from 
abroad. This is an effort to lower prescription drug costs for consumers. This morn- 
ing I would like to discuss the bill and its impact on our agency. 

Customs has experienced a significant spike in its investigations and seizures of 
counterfeit pharmaceuticals over the last few years. One factor in this development 
is the Internet. We consider the problem serious enough to make it a top priority 
of Customs’ Cybersmuggling Center, our new, state-of-the-art facility devoted to 
combating Internet crime. 

Part of the mission of the Center is to search for foreign companies marketing 
prohibited or unsafe drugs to U.S. consumers. That information is passed on to our 
Office of Investigations, which has successfully concluded a number of counterfeit 
pharmaceutical cases in recent years. 

Prescription drugs are most commonly sent through U.S. mail. Customs Inspec- 
tors staff fourteen international mail branches at various postal facilities across the 
United States to deal with these shipments. 

To state that finding counterfeit drugs hidden amongst hundreds of millions of 
parcels is like finding needles in a haystack would be an understatement. In fact, 
finding any form of contraband in postal shipments presents a massive challenge. 
Our limited resources require a risk management approach, through which we uti- 
lize advance intelligence, records of past seizures, and other factors to zero in on 
packages that present the most significant threat. 

Customs laboratories also play a critical part in our investigations. Their exper- 
tise in analyzing everything from textiles, to foreign oil, to food products to deter- 
mine point of origin and composition is world-renowned. We maintain fully-equipped 
labs at the following locations: New York; Chicago; Savannah; New Orleans; Los An- 
geles; San Francisco and San Juan. In addition, we have three mobile labs to deploy 
at any point along our borders. 

We’re confident in the forensic capability of our labs to find discrepancies in ship- 
ments of bulk and finished pharmaceuticals. But where we do require assistance, 
specifically from the Food and Drug Administration, is in determining effective na- 
tional standards for interdiction of these products. 

These standards will be critical especially in light of the pending legislation. To 
that end. Customs initiated a request to the FDA last January for further guidance 
on detaining suspect pharmaceuticals. In addition, we formed a joint task force in 
August to examine shipments of on-line drug purchases. The task force’s work will 
include the set-up of a pilot examination program in Los Angeles beginning on Octo- 
ber 23rd. 

In the meantime. I’ve urged the FDA to develop interim guidelines to cover the 
illegal shipments we’re taking in now. Customs has already begun examining ship- 
ments of pharmaceuticals as part of “Operation Safeguard.” The first phase of this 
operation began September 25th, at the Customs mail facilities in Oakland, Cali- 
fornia and here in Washington, at Dulles Airport. So far, we’ve detained 200 ship- 
ments. To give the members an example, our seizures included a three thousand- 
tab shipment of Prozac with an expiration date of 1980 on it. 

In addition, our Office of Investigations maintains a close relationship with its 
FDA counterpart. We have a Memorandum of Understanding in place with the FDA 
at our field locations that cross-designates their special agents as Customs officers. 
Customs has also provided training to FDA officials on import enforcement. We’ll 
continue to do so throughout the course of the next fiscal year. 

Mr. Chairman, our biggest challenge in the face of the new legislation is keeping 
pace with the spiraling volume of goods at our borders while also enforcing our na- 
tion’s laws. We’ve taken many steps to address anticipated challenges, including re- 
finement of our targeting approach and development of a strong resource allocation 
plan. 

We recently received the resource projections FDA has developed for its own 
needs under the new legislation and we’re reviewing it now. That analysis, and the 
development of the national standards I just referred to, will help us greatly in de- 
termining our own requirements. 

I should note for the public’s information that implementation of the Medicine Eq- 
uity and Safety Act would not affect individuals who travel across our northern and 
southern borders to obtain prescription drugs. They would continue to be subject to 
existing laws that apply to such purchases. Nor would on-line purchases by con- 
sumers be impacted. They too would be regulated according to current guidelines. 
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Mr. Chairman, I want to thank you and the members of the Committee for consid- 
ering the Customs Service in your discussions of the importation of bulk pharma- 
ceuticals. This is an issue that speaks directly to our mission. We will continue to 
make every effort possible to work with the Congress and our fellow inspection 
agencies to address the health and safety concerns of the American people. 

I’d be happy to take any questions you have. 

Mr. Upton. Thank you. 

Ms. Maher. 

TESTIMONY OF PATRICIA L. MAHER 

Ms. Maher. Mr. Chairman and members of the committee, good 
morning. My name is Patricia Maher. I am a Deputy Assistant At- 
torney General in the Civil Division of the Department of justice. 
In that capacity one of my responsibilities is to oversee the Office 
of Consumer Litigation, the Civil Division’s office that handles civil 
and criminal cases brought under a number of Federal consumer 
protection statutes, including the Federal Food, Drug and Cosmetic 
Act. 

This morning I will speak to you about our experience pros- 
ecuting traffickers of counterfeit pharmaceutical products that are 
manufactured outside of the United States. I will also offer some 
ideas regarding additional tools that would be helpful to combat 
this problem. 

Prosecutions of the type I will be discussing are both important 
and difficult. They are important because the targets in these cases 
introduce drugs of unknown safety and efficacy into the United 
States. Successful prosecutions signal to traffickers around the 
world that tainting the drug supply of the United States will not 
be tolerated. But these cases are difficult because much of the evi- 
dence of unlawful activity is located overseas and thus is more dif- 
ficult to obtain than evidence located within our borders. 

While we have been successful in overcoming these hurdles and 
obtaining convictions, we need your help to eliminate obstacles that 
slow investigations and create questions regarding the applicability 
of the act to the behavior that is at issue in these cases. 

The Food, Drug and Cosmetic Act defines a counterfeit drug to 
include a drug which without authorization bears an identifying 
mark of another drug manufacturer that did not manufacture the 
drug. Under the act the term “drug” includes both finished drug 
products and components of drug products that are referred to as 
bulk pharmaceuticals or active pharmaceutical ingredients. 

In the pharmaceutical industry the term “counterfeit drug” is 
generally used to refer to a compound that is not made by the au- 
thorized manufacturer but is presented to the consumer as if it 
were. 

Counterfeit drugs pose a number of potential public health 
issues. They may contain a less potent ingredient than claimed, in- 
gredients other than those listed or no active ingredient at all, 
which makes them less effective and possibly toxic to unknowing 
consumers. The World Health Organization has estimated that as 
much of 10 percent of the world’s supply of branded medicines are 
counterfeit, with the level rising to 50 percent in some developing 
countries. 

Prosecutions are necessary to reach counterfeit operations that 
fall outside the regulatory system where the drugs are going to be 
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introduced into the United States. Prosecutions for importation of 
counterfeit products have relied primarily on evidence gathered do- 
mestically, whether the defendants are citizens of this country or 
foreign nationals. 

In my written testimony I provided two examples of successful 
prosecutions of drug counterfeiters. One involved a ring of traf- 
fickers importing millions of counterfeit birth control pills from 
Spain and Guatemala. The other case involved a company called 
Flavine International, which imported counterfeit antibiotics from 
China. 

There are unique challenges when groups acting outside the 
United States import counterfeit pharmaceutical products. Even 
when extraterritorial jurisdiction exists over crimes committed 
abroad, principles of sovereignty limit what measures we can take 
unilaterally to investigate and prosecute such crimes. FDA cur- 
rently has the authority to conduct inspections abroad. Letters rog- 
atory are the customary method of obtaining assistance from 
abroad in the absence of a treaty or executive agreement. 

In order to improve our ability to investigate and pursue evi- 
dence and defendants abroad, the Department has supported extra- 
dition treaties to obtain the return of defendants and mutual legal 
assistance requests to obtain documents, witness testimony, or 
other evidence. Of course, even when extradition treaties and mu- 
tual legal assistance procedures are in plates with the foreign juris- 
diction, they may not always ensure that we will be able to obtain 
all of the international law enforcement cooperation we would like 
in every case. 

As I have explained in greater detail in my written testimony, 
extradition treaties do not ensure that defendants will be returned 
to the United States for prosecution if they are from countries that 
will not extradite their own citizens, or the underlying conduct is 
not a crime in the requested State. 

Moreover, while we may seek to obtain the statements or deposi- 
tion testimony of foreign witnesses unwilling to come to the United 
States through the traditional letters rogatory method or through 
our increasing number of mutual legal assistance treaties, in the 
best of circumstances this can be a time consuming process. In the 
worst of circumstances, legal privileges or other foreign law re- 
quirements may completely frustrate our efforts. 

Despite their limitations, however, modern international extra- 
dition treaties and MLATs remain among the more effective mech- 
anisms available for obtaining the international cooperation we 
need. We ask that Congress continue to support our efforts to ex- 
pand the network of such agreements. Certain measures could be 
taken that would make clear that foreign manufacturers or dis- 
tributors of pharmaceuticals in the United States are subject to the 
same obligations and protections that apply to domestic companies. 
These proposals would also aid in the prosecution of producers or 
traffickers of counterfeit pharmaceuticals who know that their 
products will be used in the United States. 

First, we believe that foreign countries should be encouraged to 
cooperate with the United States and, where appropriate, to pros- 
ecute manufacturers and distributors of counterfeit drugs in their 
own courts. We ask Congress to review carefully proposals that 
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might deny or restrict FDA’s authority to inspect foreign establish- 
ments. Other possible measures include amending the Food, Drug 
and Cosmetic Act to make explicit what is now implicit, that for- 
eign companies and individuals who manufacture and distribute 
drugs and drug components for use in the United States are sub- 
ject to the act, making cooperation by foreign firms a condition of 
FDA approval of drug applications by those firms so that the ap- 
proval under the act would be conditioned on the manufacturer’s 
agreement to make documents and witnesses available in criminal 
investigations in the United States. 

Finally, Congress could require foreign exporters of drug prod- 
ucts to provide original certificates of analysis establishing the in- 
tegrity and authenticity of the drugs or drug components that 
would have to be filled out by each manufacturer involved in the 
production of the drug product shipped. 

The Department recommends these actions and policies to pro- 
vide additional tools for the detection and prosecution of those who 
traffic in counterfeit pharmaceutical products. We will work with 
FDA, Customs, Congress and industry to implement measures of 
this type to aid prosecutions in this area. Where counterfeiting ac- 
tivity is uncovered we are committed to prosecuting such cases. 

Thank you. I would be happy to answer any questions. 

[The prepared statement of Patricia L. Maher follows:] 

Prepared Statement of Patricia L. Maher, Deputy Assistant Attorney 
General, Civil Division, U.S. Department of Justice 

Mr. Chairman and Members of the Subcommittee: Good morning. My name is Pa- 
tricia L. Maher. I am a Deputy Assistant Attorney General in the Civil Division of 
the Department of Justice. In that capacity, one of my responsibilities is to oversee 
the Office of Consumer Litigation (OCL) — the Civil Division’s office that handles 
civil and criminal cases brought under a number of federal consumer protection 
statutes including the Federal Food, Drug, and Cosmetic Act (FDCA). This morning, 
at your invitation, I will speak to you about our experience prosecuting traffickers 
of counterfeit pharmaceutical products that are manufactured outside of the United 
States. At your request, I will also offer some ideas regarding additional tools that 
would be helpful to combat this problem. 

Prosecutions of the type I will be discussing are both important and difficult. They 
are important because the targets in these cases introduce drugs of unknown safety 
and efficacy into the United States. Successful prosecutions signal to traffickers the 
world over that tainting the drug supply in the United States will not be tolerated. 
The cases are difficult because much of the evidence of unlawful activity is located 
overseas, and thus is more difficult to obtain than evidence located within our bor- 
ders. While we have been successful in overcoming these hurdles and obtaining con- 
victions, we need your help to eliminate obstacles that slow investigations and cre- 
ate questions regarding the applicability of the FDCA to the behavior that is at 
issue in these cases. In that connection, we will work and consult with FDA regard- 
ing needed changes in the Food, Drug and Cosmetic Act, such as those described 
in this testimony. 

As evidence of U.S. law enforcement’s commitment to combat the threat posed by 
counterfeit pharmaceuticals, the Department of Justice, FBI, and Customs Service 
hosted last month the first meeting of law enforcement experts of the G-8 countries 
to address intellectual property crimes. Under the auspices of the Senior Law En- 
forcement Experts on Transnational Organized Crime (Lyon Group), representatives 
from all G-8 countries discussed mechanisms for improved cooperation and informa- 
tion-sharing in responding to a variety of intellectual property crimes, including 
trafficking in counterfeit pharmaceuticals. 

I. the danger posed by the importation of counterfeit pharmaceutical 

products 

The FDCA defines a counterfeit drug to include a drug which, without authoriza- 
tion, bears an identifying mark of another drug manufacturer that did not manufac- 
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ture the drug. (21 U.S.C. § 321(g)(2).) Under the FDCA, the term “drug” includes 
both finished drug products and components of drug products that are referred to 
as “bulk” pharmaceuticals or active pharmaceutical ingredients. In the pharma- 
ceutical industry, the term “counterfeit drug” is generally used to refer to a com- 
pound that is not made by the authorized manufacturer, but is presented to the con- 
sumer as if it were. 

There are also drug products that are manufactured in whole or in part by unau- 
thorized factories or facilities, and then shipped with the complicity of the author- 
ized manufacturer under its name and trademark. These drugs may not technically 
fit the legal definition of “counterfeit drug” if the authorized manufacturer has ap- 
proved the use of its own trademark and the like. Nonetheless, these drugs involve 
the marketing of a product where the identity of the true manufacturer is misrepre- 
sented to, or withheld from, consumers and the Food and Drug Administration 
(FDA) and the drug is misbranded under the FDCA. As a consequence, some or all 
of the process of manufacturing the drug could fall outside the supervision of the 
FDA and could render the drug adulterated or misbranded. Because such drugs also 
involve a false representation about their true place of manufacture, they can be re- 
ferred to as misbranded or adulterated. 

Counterfeit drugs pose a number of potential public health issues. The World 
Health Organization (WHO) has found that the majority of counterfeit drugs re- 
ported to the organization contain a less potent active ingredient than claimed, in- 
gredients other than those listed, or no active ingredient at all, which makes them 
less effective and possibly toxic to unknowing consumers. WHO has estimated that 
as much as ten percent of the world’s supply of branded medicines are counterfeit, 
with the level rising to fifty percent in some developing countries. 

Even where the product in question contains the represented amount of the drug’s 
active ingredient, it can pose hazards. The effectiveness of drugs depend on a long 
chain of factors that include measures in quality control, distribution, and inventory 
control. The FDCA requires that all drugs in this country be manufactured under 
pursuant to the good manufacturing practice regulations to ensure the consistent 
safety and efficacy of the drug product. 

The scope of the problem in the United States should be substantially less than 
it is in the rest of the world. Several legal provisions help to assure that imported 
products comply with legal requirements. Drug companies in this country are re- 
quired to sample and test bulk drugs, whether obtained domestically or internation- 
ally, that will be used in finished drug products, as well as to examine the labeling 
of any such shipments. {See 21 C.F.R. §211.84.) These measures help to assure that 
bogus drugs will be detected if they are sold to a legitimate finished dosage manu- 
facturer in the United States. 

Misbranded versions of a number of drug products have appeared in the United 
States, nevertheless. The potential for an increase in such traffic exists because of 
the increasingly global nature of the pharmaceutical business. Moreover, the ease 
with which counterfeit products can be distributed by “pharmacies” that appear on 
the Internet makes this an issue that affects consumers directly. 

II. OBTAINING ASSISTANCE FROM FOREIGN GOVERNMENTS AND PROSECUTING CONDUCT 
OCCURRING OUTSIDE THE UNITED STATES 

A. The Need for Credible Criminal Deterrence 

Underlying the FDCA’s statutory scheme to protect the public health is the re- 
quirement that regulated businesses deal truthfully with the FDA. Most businesses 
do so. Because the FDA and our national scheme for drug safety rely on information 
supplied by regulated businesses, it is necessary to take strong action against those 
that provide false information to the FDA. The means for punishing fraudulent con- 
duct are contained in the criminal provisions of the FDCA. The general provisions 
of the criminal code that prohibit false statements to government agencies also 
apply to false statements made regarding pharmaceuticals. The importation of coun- 
terfeit drugs very often involves fraud on the FDA and purchasing customers about 
the true source or nature of the drug. This is classic felony conduct under the 
FDCA. 

Counterfeiting products can yield huge profits and is a longstanding practice in 
some areas around the globe. Furthermore, the incentive to mislead FDA about the 
source of a product’s manufacture may exist even where the product contains the 
same active ingredients. The market for pharmaceutical drugs in the United States 
is substantial, and it is only open to drug products that are properly approved. Be- 
cause proper approval is rigorous and demanding, there is a strong economic incen- 
tive to mislead FDA to obtain market access without the full expense of proper test- 
ing and evaluation. Similarly, there is a strong economic incentive to get FDA ap- 
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proval before other companies, and to maximize the output of a drug before other 
companies obtain approval for a competing version of the drug. One way for a drug 
manufacturer to maximize output within such a window is to obtain drug compo- 
nents or drug products from other, non-approved, facilities without notifying cus- 
tomers or the FDA. 

Prosecutions are necessary to reach counterfeit operations that fall outside the 
regulatory system, where the drugs are going to be introduced into the United 
States. The operations of some drug counterfeiters are much the same as those of 
the narcotics trade, crossing many borders and involving the use of clandestine fa- 
cilities. In such circumstances, FDA’s regulatory measures and controls are less like- 
ly to uncover the activity and impose a punishment sufficient to act as a deterrent. 

B. Previous Experience in Obtaining Evidence Abroad in Prosecutions Involving the 
Importation of Counterfeit Pharmaceutical Products 

Prosecutions for importation of counterfeit products have relied primarily on evi- 
dence gathered domestically, whether the defendants are citizens of this country or 
foreign nationals. For example, the 1987 prosecution of a ring importing millions of 
counterfeit birth control pills from Spain and Guatemala was based entirely on evi- 
dence gathered in the United States. Similarly, the Flavine International case, 
which involved a group importing counterfeit antibiotics from China, also was based 
primarily on evidence gathered within the United States. I will elaborate on these 
examples of our experience prosecuting importation of counterfeit pharmaceuticals. 

1. Example: the prosecution of importers of counterfeit birth control pills — In the 
mid 1980s, approximately two million counterfeit birth control pills were imported 
as part of a drug diversion scheme. A large number of the pills contained subpotent 
estrogen or no estrogen. The case began when a group of traffickers acting both in- 
side and outside the United States began importing, repacking, and distributing 
counterfeit birth control pills that had been manufactured in Barcelona, Spain. The 
tablets were similar in appearance and composition to genuine Ovulen-21 tablets 
made by Searle. These pills were shipped from Spain to intermediary countries, and 
then smuggled into the United States and sold. The proceeds of the sales, including 
over $200,000 profits, were deposited in a Panamanian bank account. 

Having made a substantial profit on the counterfeit Ovulen, the defendants next 
solicited a small company in Guatemala to make counterfeit pills that again would 
appear to be genuine, but in this case would have no active ingredient at all. The 
Guatemalan company shipped 12,000 cycles of the pill to the United States in Au- 
gust 1984. FDA learned of the counterfeit birth control pills in October 1984. The 
government gathered evidence from witnesses in the United States, including some 
of the traffickers who decided to cooperate. 

An Indictment filed in the Southern District of Florida in February 1987 charged 
six defendants who resided in the United States. All defendants were convicted ei- 
ther after pleading guilty or going to trial. The defendants were sentenced to terms 
of imprisonment of up to twenty-four years. 

2. Example: the prosecution of counterfeit antibiotics from China — The prosecution 
of a New Jersey corporation. Flavine international, inc. (Flavine), its owner who 
was a German national, and other company managers was based on the substitution 
of an unapproved foreign product for an FDA-approved foreign product. The inves- 
tigation, which was conducted by the United States Customs Service and the FDA, 
revealed that on numerous occasions from August 1985 through November 1991, the 
defendants solicited and received orders from drug manufacturers in the United 
States for bulk antibiotics that are FDA-approved for use in the United States. The 
drugs included ox 3 d;etracycline, gentamicin sulfate, and sulfamethazine. The drugs 
were sold for use in animal and human drugs. To fill these orders, defendants 
bought drugs from an unapproved overseas manufacturer, falsely declaring their ori- 
gin. 

Once the unapproved products arrived in the United States, the defendants, when 
necessary, had the product repacked in new containers that more closely resembled 
those of the approved manufacturer. Defendants removed labels from containers and 
affixed fraudulent labels to containers in order to falsify the origin and manufac- 
turer of the drug product. They also replaced the manufacturers’ certificates of anal- 
ysis with fraudulent certificates of analysis that falsely claimed that the drugs were 
made by an approved manufacturer. These acts were performed without the author- 
ization of the approved manufacturer whose name was used. 

In April 1997, Flavine was fined a total of $925,000, and its owner was sentenced 
to two years in prison and fined a total of $75,000 for illegally importing counterfeit 
pharmaceuticals from China and laundering money in a kickback scheme. 
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C. Obtaining and Developing Evidence of Conduct Abroad 

There are unique challenges when groups acting outside the United States import 
counterfeit pharmaceutical products. Even in those circumstances in which 
extraterritorial jurisdiction exists over crimes committed abroad, principles of sov- 
ereignty limit what measures we can take unilaterally to investigate and prosecute 
such crimes. In some cases, law enforcement agencies in the United States, such as 
the Customs Service and the Food and Drug Administration (FDA), may make re- 
quests of law enforcement agencies abroad informally or through Interpol. State eth- 
ics rules, however, may effectively prevent contact with employees of corporations 
under investigation through such informal contacts. This occurs because federal law 
now requires Department of Justice attorneys to comply with state ethics rules. 
Such rules (see Model Rule 4.2) often can effectively bar contacts with employees 
of corporations unless corporate counsel authorizes the communication. FDA also 
currently has the authority to conduct inspections abroad. (See 21 U.S.C. § 374.) Let- 
ters rogatory are the customary method of obtaining assistance from abroad in the 
absence of a treaty or executive agreement. (See 28 U.S.C. § 1781.) 

In order to improve our ability to investigate and pursue evidence and defendants 
abroad, the Department has supported extradition treaties to obtain the return of 
defendants, and mutual legal assistance requests to obtain documents, witness testi- 
mony, or other evidence. Of course even when extradition treaties and mutual legal 
assistance procedures are in place with a foreign jurisdiction, they may not always 
ensure that we will be able to obtain all of the international law enforcement co- 
operation we would like in every case. For example, even our most modern extra- 
dition treaties require that an offense for which extradition is sought be a crime in 
both the requesting and the requested state (the “dual criminality” principle). Thus, 
to the extent that some foreign countries have to date not criminalized the counter- 
feiting of pharmaceuticals, the extradition of persons from such countries wanted for 
prosecution in the United States may not be possible. In addition, some older extra- 
dition treaties do not clearly cover offenses that are perpetrated in a foreign country 
yet take effect in the United States; and despite our continuing efforts, some coun- 
tries still refuse to extradite their own nationals. 

Moreover, while we may seek to obtain the statements or deposition testimony of 
foreign witnesses unwilling to come to the United States (through the traditional 
“letters rogatory” method, or through our increasing number of mutual legal assist- 
ance treaties (MLATs)), in the best of circumstances this can be a time consuming 
process. In the worst of circumstances, legal privileges or other foreign law require- 
ments may completely frustrate our efforts. 

Despite their limitations, however, modern international extradition treaties and 
MLATs remain among the more effective mechanisms available for obtaining the 
international cooperation we need. We ask that Congress continue to support our 
efforts to expand the network of such agreements. 

D. Jurisdictional Questions 

Among the considerations in obtaining evidence and pursuing prosecutions in 
these cases is the extraterritorial application of the FDCA. Congress has the power 
to address the problem of counterfeit pharmaceutical imports even when it involves 
conduct occurring overseas that has an impact in the United States. Amending the 
FDCA to make the extraterritorial application of the FDCA to persons affecting the 
United States by their actions abroad explicit instead of implicit would aid the in- 
vestigation of criminal cases in these situations. Such an approach would be con- 
sistent with the international law principles that United States courts apply. In- 
deed, international law principles have expanded to permit jurisdiction upon a mere 
showing of intent to produce effects in this country, without requiring proof of an 
overt act or actual effect within the United States. Although cases involving in- 
tended but unrealized effects are rare, international law does not preclude jurisdic- 
tion in such instances, subject to the principle of reasonableness. Thus, we believe 
that foreign manufacturers of pharmaceutical bulk materials who know that the 
product will be used in the United States are subject to the jurisdiction of the 
United States and the FDCA. 

The FDCA prohibits the introduction into interstate commerce of adulterated or 
misbranded drugs (21 U.S.C. § 331(a)), and defines “interstate commerce” to include 
commerce between “any State or Territory and any place outside thereof,” (21 U.S.C. 
§ 321(b)). In construing Title VII of the Civil Rights Act of 1964, which had a simi- 
larly broad statement of application, a divided Supreme Court found that such lan- 
guage falls short of demonstrating the affirmative legislative intent required to ex- 
tend the protections of American law beyond our territorial borders. That decision, 
EEOC V. Arabian American Oil Co., ultimately was superseded by statute. In this 
opinion, however, the Supreme Court specifically named the FDCA as a statute with 
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“boilerplate” language that could be insufficient to convey a legislative intent to 
apply extraterritorially. (See Arabian American Oil Co., 499 U.S. at 251.) The Con- 
trolled Substances Act, by contrast, contains explicit language creating jurisdiction 
in the United States for manufacturing or distributing drugs abroad, where the in- 
tent is to introduce unlawful drugs into the United States. (See 21 U.S.C. § 959.) 

III. PROPOSALS FOR IMPROVING THE PROSPECTS FOR CRIMINAL PROSECUTIONS 
INVOLVING COUNTERFEIT PHARMACEUTICAL PRODUCTS 

We believe that prosecutions of counterfeit drug producers and traffickers would 
be greatly aided by amending the FDCA to make explicit what is now implicit — that 
foreign companies and individuals who manufacture or distribute drugs and drug 
components for use in the United States are subject to the FDCA. The application 
of such a law, however, will necessarily be limited by due process considerations. 

Second, we would ask that Congress review carefully treaties that might deny 
FDA full authority to inspect foreign establishments. The Department supports FDA 
retaining its current legal authority to inspect foreign establishments even where 
FDA has entered into agreements with foreign regulatory agencies to have those 
agencies conduct the inspections. In addition, the approval to manufacture and/or 
distribute drugs and drug components in the United States could be conditioned on 
the manufacturer’s or distributor’s agreement to make documents and witnesses 
available in criminal investigations in the United States. FDA currently has the 
right to inspect drug manufacturers (see 21 U.S.C. § 374), but this section does not 
explicitly provide the FDA authority to secure interviews with witnesses or any 
method by which the production of documents can be compelled independent of an 
inspection. As previously mentioned, it is difficult to obtain testimony of witnesses 
regarding conduct occurring outside the United States. 

Clarifying FDA authority as outlined above would make foreign establishments 
subject to the same obligations, privileges, rights, and protections that apply to do- 
mestic firms. Currently, during FDA’s regulatory investigations of foreign firms, 
only certain production records and personnel are made available to inspectors. (See 
21 U.S.C. § 374.) An explicit requirement that a company must provide such co- 
operation could authorize FDA to withhold or deny approval of drug applications, 
and to withdraw a firm’s existing approved applications, if FDA finds that the for- 
eign firm is not cooperating in an investigation. This would he analogous to FDA’s 
existing authority to refuse the new drug application of an applicant that has sub- 
mitted false data to the agency. (See Fraud, Untrue Statements of Material Facts, 
Bribery, and Illegal Gratuities; Final Policy, 56 Fed. Reg. 46191 (1991).) Foreign 
businesses choosing to market pharmaceutical products in this country should not 
be able to gain better treatment than domestic firms because of their location out- 
side of the country. 

Third, the Department requests that the Congress consider legislation requiring 
foreign exporters of drug products to provide original certificates of analysis estab- 
lishing the integrity and authenticity of the drugs or drug components filled out by 
each manufacturer involved in the production of the shipment of a drug product. 
Such a change would depart only slightly from current practice. The FDCA provides 
that a drug is misbranded if its labeling is false or misleading. (See 21 U.S.C. 
§ 362(a).) In addition, the regulations establish that the appearance of a name on 
a drug product label, without qualification, is a representation that the company is 
the sole manufacturer. (See 21 C.F.R. § 201.1(h)(2).) If a manufacturer performs 
more than half of the operations, it meets its obligations if it states that certain 
manufacturing operations have been performed by other firms. (See id. at 
§ 201.1(c)(1).) A simple means of ensuring authenticity of drug components could be 
accomplished by a minimal expansion of these requirements to apply to foreign 
firms. 

Finally, we believe that foreign countries should be encouraged to cooperate with 
the United States and, where appropriate, to prosecute manufacturers and distribu- 
tors of counterfeit drugs in their own courts. Where foreign nations can prosecute 
such conduct, it is in the United States’ interest to help such prosecutions go for- 
ward. Increased cooperation with foreign authorities could also facilitate the detec- 
tion of such criminal activity. 

The Department recommends these actions and policies to provide additional tools 
for the detection and prosecution of those who traffic in counterfeit pharmaceutical 
products. Where such activity is uncovered, we are committed to prosecuting such 
cases. 

Mr. Chairman and members of the Subcommittee, thank you for the opportunity 
to testify before the Subcommittee. I look forward to answering your questions. 
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Mr. Upton. Thank you very much. The Chair, in talking to a 
number of members on both sides of the aisle, had a request that 
we go to a 10-minute question period instead of the normal 5. I 
need to make that formally. Does anyone have an objection to do 
that? If not, that will be the course of the day, and I will first rec- 
ognize the chairman of the full committee, Mr. Bliley, for 10 min- 
utes. 

Chairman Bliley. I thank you, Mr. Chairman. 

Dr. Henney, as you know, the language approved in the Senate- 
passed agricultural appropriations bill required that regulations 
provide the Secretary of HHS a reasonable assurance that im- 
ported drugs are safe and effective. But drugs currently manufac- 
tured for consumption by Americans must meet rigorous standards 
for safety and efficacy as put forth in section 505 of the Food, Drug, 
and Cosmetic Act. What is the administration’s position regarding 
the standards which should be applied to drugs that are re- 
imported or imported from foreign manufacturing facilities into the 
U.S.? 

Would you agree with me that reimported or imported drugs 
should be required to meet the same standards as drugs manufac- 
tured for U.S. consumption? 

Ms. Henney. Mr. Chairman, I believe that both the administra- 
tion, the Secretary as well, as Mr. Lew in his communications with 
the committee has made clear their position with respect to this 
bill, there is very strong opposition to the amendments as proposed 
by Mr. Crowley and Coburn. However, the discussion I believe is 
focused, as you know, particularly on the amendments offered by 
Mr. Jeffords to our Senate appropriations bill. 

I think there is one thing that we have stressed very strongly, 
and that is the general support for the framework or paradigm that 
might be put in place, but it will be totally unworkable unless the 
FDA is funded to support the initiative in question, and certainly 
we would expect that the kind of affirmation of the system of safety 
would at least be equivalent to what we have now. 

Chairman Bliley. I think I got it straight. It was a nice long 
statement, but are you saying that then you agree with me that it 
should meet the same standard of safety and efficacy as drugs 
manufactured in the United States? 

Ms. Henney. I believe what I am saying, Mr. Chairman, is that 
there should be no lowering of the safety net that now protects the 
American citizens. 

Chairman Bliley. Well, do you believe the Senate language that 
only requires a reasonable assurance of safety and efficacy meets 
that standard? 

Ms. Henney. Mr. Chairman, I don’t believe that I have under- 
taken a thorough analysis from the legal perspective of what that 
reasonableness standard might mean. I think it is very clear that 
all of us concerned with the kinds of medications that people take 
in this country want them to meet at least the standard of safety 
that we now have in place for our citizens. 

Chairman Bliley. In other words, they should comply with sec- 
tion 505, right? 

Ms. Henney. Mr. Chairman, I believe that the safety standards 
of this country with respect to prescription drugs have always been 
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to be safe and effective for their intended use. I think that that 
standard should apply no matter where the drug comes from. 

Chairman Bliley. Thank you, Mr. Chairman. I’ve got to leave for 
another meeting. I will try to get back. 

Mr. Burr [presiding]. I thank the chairman. As we play musical 
chairs, the chairman would recognize the gentleman from Michi- 
gan. 

Mr. Dingell. Mr. Chairman, I thank you. Commissioner and Mr. 
Kelly, what would you need in the way of resources to properly en- 
force our current laws at the ports of entry? That is an answer you 
are not prepared to give this morning. So will you please submit 
it for the record. 

Mr. Kelly. Yes, sir. 

[The following was received for the record:] 

The Food and Drug Administration (FDA or the Agency) is not prepared to articu- 
late a specific resource need at this time. However, as you know, the Agency ac- 
knowledges that it lacks sufficient resources to conduct comprehensive coverage at 
all U.S. borders. 

In response to the Committee’s questions posed on June 8, 2000, FDA began re- 
evaluating its use of the limited resources available for import operations by devel- 
oping a resource model. FDA is re-evaluating its current operations to determine 
where procedures should be updated and revised to better address dynamic industry 
shifts and make better use of current resources. Any useful resource model would 
depend upon this current operation evaluation which is still on going. Nevertheless, 
the ratio comparisons described below may be useful in created a base line for re- 
source discussions. 

As discussed more fully later, we have implemented an import alert that focuses 
on certain active pharmaceutical ingredients (APIs) that do not appear to have been 
manufactured at facilities identified as an FDA approved sources in an application. 
We will need to evaluate the results of the Import Alert, including the results of 
inspections at the dosage form manufacturers and investigations of all inter- 
mediaries involved with the product, in order to more fully understand the mag- 
nitude of the actual and potential importation of unapproved APIs. The results of 
these investigations will provide important information relevant to determining ad- 
ditional resources requirements. 

Mr. Dingell. Second of all, Mr. Kelly, does your agency enforce 
Food and Drug laws at the port of entry? 

Mr. Kelly. Yes, sir, we do, along, as I said with my prepared re- 
marks, with the rules and regulations, the laws of 40 agencies. 

Mr. Dingell. Now, Dr. Henney, at how many of the ports of 
entry do you have Food and Drug people to approve admission of 
drugs and prescription pharmaceuticals? 

Ms. Henney. Well, Mr. Dingell, I think that while we have 

Mr. Dingell. Just how many, please? I have limited time. 

Ms. Henney. I don’t know a precise number. 

Mr. Dingell. Would you please submit that for the record? 

Ms. Henney. I would be pleased to submit it for the record. 

[The following was received for the record:] 

The U.S. Customs Service (Customs) recognizes approximately 301 “ports of 
entry.” FDA maintains district offices or resident posts in the metropolitan areas ad- 
jacent to 94 of these ports, although only 37 offices or resident posts include staff 
involved with import operations. The other 57 offices or resident posts are for the 
most part small resident posts whose responsibilities are limited to domestic prod- 
ucts. 

FDA receives notification of the entry of FDA-regulated products, either through 
Customs’ ACS system, or through paper entry documents collected by Customs at 
all ports of entry, even those at which FDA staff are not always present. Even if 
the product is “conditionally” released by Customs without FDA examination, it is 
not released into commerce until FDA reviews the entry documentation. If FDA de- 
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cides to collect a sample or otherwise examine the product after the product has left 
the port area, Customs can (under the terms of the importer’s entry hond) order the 
product redelivered for FDA examination. 

Mr. Dingell. Now you are behind, Dr. Henney, in your foreign 
inspections. You have some, I heard the figure, 4600 plants not in- 
spected. You’ve given us the number of 272, is that correct? Is that 
a hard number or not? 

Ms. Henney. 242. To the best of our ability, yes, that is a 
firm 

Mr. Dingell. And the number does grow. How long will it take 
you to complete the inspections of those 242? How much will each 
of the inspections cost you? 

Ms. Henney. I will be glad to submit that figure for the record. 
I don’t have it off the top 

[The following was received for the record:] 

It is expected that very few, if any, of the 242 firms FDA has identified will re- 
quire a physical inspection. The goal in identifying these firms was to identify any 
firms that appear to he improperly shipping APIs into the U.S. and to determine, 
based on additional information, whether any of the APIs were in fact being shipped 
for a legitimate purpose. 

The 242 firms described in FDA’s testimony were identified by comparing 1999 
data from the OASIS database with information in CDER’s Establishment Evalua- 
tion System (EES) to determine if U.S. dosage form manufacturing firms appear to 
have received an API from a source not named in their approved application. After 
electronic comparison and further manual comparisons, this search revealed that 
242 foreign firms, which, at this time, do not appear to be approved suppliers for 
application products, shipped an API to various U.S. firms. 

The 242 firms were incorporated into an import alert that issued on October 3, 
2000 (lA #6666). These firms will be prevented from importing the specified APIs 
into the U.S. unless they can provide documentation that the dosage form manufac- 
turer consignee holds an approval for the use of that API in a finished human drug 
product or documentation establishing that the API is intended for an authorized 
use (e.g., for a non-application product). 

If a firm can show that the API is used in an approved human drug product, then 
a pre-approval inspection would have been performed, and ODER will search the 
paper inspection records pre-dating the EES system to confirm the pre-approval or 
other inspection of the API manufacturer. In other cases, investigations at the do- 
mestic firms/consignees are being conducted to determine if APIs from unapproved 
sources were used to manufacture finished drug products. 

While there is no definition of exactly what each investigation will require, our 
past experience indicates an average of 20 hours is needed for each investigation. 
We estimate that the average cost is $130.00 per hour per investigator, not includ- 
ing travel costs, administrative and support time. 

Mr. Dingell. How much does an inspection cost of a foreign 
plant? 

Ms. Henney. It really depends on the location of the plant, the 
number of inspectors you have to take along, whether have you to 
hire translators. There is a varying amount. 

Mr. Dingell. So the answer is you don’t know? 

Ms. Henney. I don’t know a precise figure but I will be glad to 
submit it. 

[The following was received for the record:] 

The chart below provides information on the costs of foreign human drug process 
inspections conducted by the Office of Regulatory Affairs (ORA). It uses the fiscal 
year (FY) 2001 Agency estimated cost of $112,000 per FTE, and travel costs and 
inspection times approved by ORA as of October 23, 2000. 

This information can be used to estimate costs for inspections but does not include 
an estimate of ODER costs pertaining to the regulatory outcomes of inspections. 
Each ORA foreign Drug Process inspection requires 2 people at 60 direct hours each. 
The estimate includes all direct time and travel costs and includes all other indirect 
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costs as well. The total cost for a single inspection is estimated at approximately 
$23,000 per inspection. 


HUMAN DRUG PROCESS INSPECTIONS 
(FY 2001 Costs 65846 $112,000 per FTE) 



Hours per 

FTE per 

Salary & 

Travel 

Total Cost 


Inspection 

Inspection 

Cost ($) 

Cost ($) 

($) 

Lead Consumer Safety Officer (CSO) 

60 

0.0645 

7,224 

2,500 

9,724 

2ncl CSO or Laboratory Analyst 

60 

0.0645 

7,224 

2,500 

9,724 

Subtotal Direct inspection Cost ... 

120 

0.1290 

14,448 

5,000 

19,448 

ORA indirect (support) Cost (.125 FTE) 


0.0161 

1,806 

1,806 

Total ORA Cost/foreign GMP Inspectiorr 


0.1451 

16,254 

5,000 

21,254 

ODER Inspection Report Review 


0.0160 

1,792 


11,792 

TOTAL EOREIGN INSPEtlTION COST 



23,046 


Mr. Dingell. I don’t mean to be rude to you, but I’ve got a lot 
of questions and a limited amount of time. You have to cooperate. 

Isn’t it true that FDA has still not developed a specific timeframe 
for how frequently the agency should be inspecting foreign firms 
that ship to the U.S. for good manufacturing practices? 

Ms. Henney. I believe what we would like to have as our goal 
is to be able to inspect them as we do our domestic plants, which 
is typically on an every 2-year cycle. Our resources have not al- 
lowed that. 

Mr. Dingell. How much resources will it take you to have the 
resources you need to inspect those every 2 years? 

Ms. Henney. I will be glad to submit that exact figure for the 
record. 

[The following was received for the record:] 

Based on CDER’s drug listing data, we estimate that there are now approximately 
1,900 foreign firms that may be offering drugs for entry to the U.S. market. If these 
firms were inspected every two years (at 950 inspections per year), our annual pro- 
jected costs for inspections, trip planning and evaluation of findings would be ap- 
proximately $23 million. The table below describes the calculations arriving at this 
amount, but does not include the cost of any necessary equipment. 

This represents only a calculation of direct inspection resources. The actual costs 
to support a sustained program of offshore inspections worldwide would require in- 
spection organization enhancements and personnel management adjustments. For 
example, currently we accomplish foreign inspections with inspectors based at field 
offices in U.S. These inspectors are needed to inspect the domestic industry and 
travel for foreign inspections part-time. A program of two-year foreign inspections 
would likely require the restructuring of inspector stationing. 

PROJECTED ANNUAL INSPECTIONS COST 


Activity 


Explanation 


Cost 



950 inspections x 0.1451 FE per inspec. = 138 ETE 
138 RE X $112,000 ETE cost 

$15,456,000 


10 FE X $112,000 FE cost - 

1,120,000 



4,750,000 


gxl950 reports x 0.016 ETE per review = 15.2 FE 



15.2 FE X $112,000 FE cost - 

1,702,400 

TOTAL 


.. $23,028,400 


Mr. Dingell. How mauy plauts abroad have you beeu able to iu- 
spect more thau ouce or meet the 2-year requiremeut that you are 
supposed to? You are goiug to have to submit that for the record, 
too. But I do waut to know the answer. 
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[The following was received for the record:] 

As of October 1, 2000, FDA has conducted 1,507 inspections of the 900 foreign 
facilities in the ODER database of all firms inspected since October 1, 1994. Four 
hundred and ten (4 1 0) of the 900 facilities have had multiple inspections in this 
six-year time period. Two hundred and seventy-five (275) have been inspected twice, 
87 have been inspected three times, and 48 have been inspected four or more times 
in the last six years. 

Mr. Dingell. Now, Commissioner Henney, isn’t it also the case 
that many foreign firms that ship drug products to the United 
States haven’t received a GMP inspection from FDA in as many as 
6 to 8 years or longer? Just yes or no. 

Ms. Henney. It is very dependent upon whether they have an ac- 
tive NDA 

Mr. Dingell. The answer then is you don’t know or the answer 
to the question is yes or no? Which, please? 

Ms. Henney. It is not a yes or no answer. It is very dependent 
on an active NDA or have a drug that is undergoing approval. 

Mr. Dingell. I am talking about good manufacturing practices 
investigations. 

Ms. Henney. Good manufacturing investigations are highly de- 
pendent on whether they have an application under approval or 
they have active NDAs. 

Mr. Dingell. Without the 2-year inspection you don’t have the 
vaguest idea of whether or not they are complying with the re- 
quirements of good manufacturing practices, do you? 

Ms. Henney. I think that would be fair to say, that we don’t 
know what goes on in the interval. 

Mr. Dingell. Commissioner, isn’t it also the case that because 
FDA has not visited such facilities that it is possible that GMP con- 
ditions may have worsened since the — in such facilities since the 
last FDA inspection? 

Ms. Henney. That could always be the case. 

Mr. Dingell. Particularly in countries like China or in some of 
the new developing countries that are exporting to the United 
States, isn’t that so? 

Ms. Henney. I don’t know that we see a higher rate there but, 
yes, that could be. 

Mr. Dingell. Now, commissioner, isn’t it also true that FDA’s at- 
tempts to catch up on the backlog of foreign inspections will re- 
quire additional moneys and resources be made available to enable 
FDA, first, to catch up and, second, to meet its schedule, isn’t that 
right? 

Ms. Henney. Absolutely. 

Mr. Dingell. Of course the number of these plants is going to 
increase, is it not? 

Ms. Henney. Yes, it will. 

Mr. Dingell. China will have as many as 10 to 15 new facilities 
that are going to require FDA inspections. I am informed that is 
in the $15,000 and $30,000 range; is that true or false? 

Ms. Henney. I think that is a reasonable approximation of what 
an inspection there costs. 

Mr. Dingell. Now, Commissioner, isn’t it generally the case that 
much of the current backlog in foreign inspections is directly attrib- 
utable to the lack of sufficient resources? 
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Ms. Henney. Yes. 

Mr. Dingell. The Congress has not been giving you either the 
money or the personnel you need to do these things, isn’t that so? 

Ms. Henney. Not for the past several years. 

Mr. Dingell. Is it also the case as the agency attempts to in- 
spect foreign firms overseas it risks understaffing its domestic in- 
spections? 

Ms. Henney. That is of great concern to me. 

Mr. Dingell. Isn’t it the case that over the past 2 years FDA al- 
ways had insufficient resources in the area of foreign inspections? 

Ms. Henney. We’ve had insufficient resources in terms of our 
overall post-marketing surveillance. 

Mr. Dingell. Now, Commissioner, isn’t it the case that con- 
ducting proper foreign inspections of facilities who send drug prod- 
ucts to the United States to determine that they meet current good 
manufacturing practices is a vital function in ensuring the safety 
of the Nation’s drug supply? 

Ms. Henney. It is a critical element. 

Mr. Dingell. Now, Commissioner, if FDA is falling behind in 
their foreign GMP inspections and many plants overseas have not 
been recently inspected, how much money would it take to get FDA 
to a point where it is satisfied that it knows the internal GMP con- 
ditions of all plants shipping drug products to the United States 
are in fact complying with our laws and in fact are safe? 

Ms. Henney. I will be glad to submit that for the record, sir. 

[The following was received for the record:] 

Ideally, a biennial inspection should be conducted to acquire the information need- 
ed to determine compliance with CGMP requirements. Therefore, our best projection 
of the annual cost to ensure manufacturing quality of imported drugs is $23 million, 
as described in the answer to question #5. 

Mr. Dingell. I think you are going to have to. Now, Commis- 
sioner, in your testimony you say that as many as 242 manufactur- 
ers in 36 countries appear to have exported to the United States 
but have not been inspected. That is a reliable number, is it? 

Ms. Henney. Yes, to the best of our ability, it is a hard number. 

Mr. Dingell. It is possible, however, that the number is larger, 
is it not? 

Ms. Henney. We have 

Mr. Dingell. Because you really have a big problem there in 
terms of keeping your data and information on these kinds of ac- 
tivities current, isn’t that right? 

Ms. Henney. Yes, but that data has been processed 

Mr. Dingell. With all respect. I’ve got to get through my ques- 
tions. Commissioner, would you acknowledge that there is a rather 
serious problem with counterfeiting in both bulk drug ingredients 
as well as finished products in other parts of the world? 

Ms. Henney. I think any time you have a product like this that 
is very profitable, it opens itself up for counterfeiting efforts. 

Mr. Dingell. You are not able to inspect at all ports of entry nor 
are you able to inspect all mail entries and things of that kind, 
isn’t that right? 

Ms. Henney. Yes, because of our resources. 

Mr. Dingell. That is true also with regard to your agency, is it 
not, Mr. Kelly? 
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Mr. Kelly. Yes, sir. 

Mr. Dingell. Now, Commissioner, if a shipment of finished prod- 
ucts were to contain 10 percent counterfeit material and 90 percent 
legitimate material, isn’t it true that a batch test might have some 
limitations in detecting the counterfeit part of the shipment? 

Ms. Henney. Yes, it would depend 

Mr. Dingell. Would you indicate whether you agree with that 
statement, Mr. Kelly? 

Mr. Kelly. As far as batch testing is concerned? 

Mr. Dingell. Yes. You are going to have a hard time if you’ve 
got part good and partly counterfeit or part deteriorated, you are 
going do have trouble telling which is good and if you only batch 
test or if you only do some subject to sampling, you are going to 
have trouble knowing what the real facts are with regard to that 
shipment, isn’t that right? 

Mr. Kelly. Yes. 

Mr. Dingell. Now, Commissioner, does batch testing give you 
100 percent reliability that the product coming into United States 
does not have counterfeit product mixed into it? 

Ms. Henney. I think it would depend on the degree to — the per- 
centage the 

Mr. Dingell. The answer simply is no, unless you inspect it all, 
isn’t that right? 

Ms. Henney. That would give you greater assurance, yes. 

Mr. Dingell. Commissioner, does batch testing give you 90 per- 
cent reliability that a product coming into the U.S. doesn’t have 
counterfeit product mixed into it or 80 percent or 70 percent? Can 
you give us an idea what the figure is or do you wish to submit 
that? 

Ms. Henney. I would prefer to submit it for the record, sir. 

[The following was received for the record:] 

Quality testing of each batch of bulk drugs would provide some valuable informa- 
tion on potency, purity and other specifications. A counterfeit bulk drug, however, 
might also meet these specifications and such testing could not be relied upon to 
detect certain counterfeit products. 

A program that includes chemical fingerprint testing and evaluation of labeling, 
containers, seals, certificates of analysis, shipping records and covert markings will 
be more useful in detecting and deterring shipments of counterfeit bulk drugs. It 
is not possible at this time to determine the statistical probability of detecting coun- 
terfeit drugs using these samples and analytical techniques. 

Mr. Dingell. I want you to understand. Commissioner, these are 
friendly questions. I have been a critic of the fact that the Congress 
has not funded your agency for a long time. So I don’t want you 
to engage in any defensive behavior here. I think we have to do 
something to see to it you can protect the people. I am not satisfied 
that the effort now ongoing in the Congress is going to enable us 
to have assurances on that matter. 

Commissioner, isn’t it the case that certain products are inher- 
ently difficult to repackage or relabel, such as sterile injection solu- 
tions, auto injectors, ointments, and prefilled syringes? 

Ms. Henney. Yes, those are some of the most difficult. 

Mr. Dingell. So — and what — how do you know whether the re- 
packagers abroad are repackaging safely in cleanly and adequate 
circumstances or they are repackaging pharmaceuticals that in fact 
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meet all the Food and Drug standards, including being current on 
their efficacy and not having passed their expiration date? 

Ms. Henney. That is one of our greatest challenges in this whole 
area. 

Mr. Dingell. How many of these repackagers do you inves- 
tigate? 

Ms. Henney. I would be glad to submit 

[The following was received for the record:] 

Sixteen foreign facilities classified as drug repackagers have been inspected since 
October 1, 1994. 

Mr. Dingell. How many of them are there and how often do you 
get around to visit them? If you’ll submit that for the record, too. 

[The following was received for the record:] 

There are approximately 102 foreign facilities identified as repackagers in the cur- 
rent ODER drug registration and listing database. Drug repackagers have been in- 
cluded in the tier of facilities generally scheduled for routine surveillance once every 
six years under the system currently applied to target and assign foreign inspec- 
tions. Some of these facilities will be inspected more frequently if they are covered 
by a pre-approval inspection of if they are classified as violative. 

Mr. Dingell. Commissioner, it is my understanding that drug 
packaging, drug labels, holograms, and even shipping records are 
often easily copied by counterfeiters and that the sophistication of 
the efforts of counterfeiters make it extremely difficult to determine 
faked items from the real items, is that true? 

Ms. Henney. We have a better chance to catch them with those, 
but they can get one step ahead of us, yes. 

Mr. Dingell. Mr. Kelly, do you agree with that statement? 

Mr. Kelly. Yes, sir. 

Mr. Dingell. Commissioner Henney, what percentage of bulk 
raw materials used to manufacture globally is considered counter- 
feit? I believe you gave us some figures earlier. Would you like to 
do that again, please? 

Ms. Henney. I think that to our best estimate and knowledge it 
is probably in the 5 to 7 percent range. 

Mr. Dingell. Now you have a problem not only with the fact 
that it is — that these are counterfeit but also that they might be 
deteriorated, contaminated, adulterated, filthy, full of foreign or 
deleterious or other hazardous additions to the mix, is that not so? 

Ms. Henney. Yes. 

Mr. Dingell. Mr. Chairman, I think I’ve taken all the time I am 
entitled to. I thank you for your curtesy. 

Mr. Burr. The gentleman’s time has expired, but the Chair 
would notify the gentleman to stick around with us. 

Mr. Dingell. I thank you. Commissioner Henney and Mr. Kelly, 
I want to thank you. I did not mean to be discourteous. Our time, 
as you know, is limited. We have a great deal that we have to do 
to get a proper record here. 

Mr. Burr. The Chair would take this opportunity to recognize 
himself for the purposes of questions. 

Again welcome to all our witnesses. Commissioner, let me ask 
you what standard do we currently use to determine whether a 
drug that is coming into this country, imported into this country, 
has met our standards? Do we use section 505 of the Food Drug 
Cosmetic Act? 
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Ms. Henney. Yes, that is primarily the standard we rely on. 

Mr. Burr. So we currently use that standard for all drugs that 
are imported into this country. 

Now, Mr. Kelly, is that the understanding that the Customs 
agency has? 

Mr. Kelly. Yes, sir, that is our understanding. 

Mr. Burr. I need you to pull that mike closer for her purposes 
when we move to you. General Maher, let me ask you, is the Jus- 
tice Department clear on the standard that we use for approving 
drugs for import into this country? 

Ms. Maher. We wouldn’t be doing the testing. 

Mr. Burr. What part would you play in the determination of 
drugs coming into this country or reimported into this country? 

Ms. Maher. I am not sure I understand the question. We don’t 
play a role in determining 

Mr. Burr. Do you play a role as it relates to patent protection? 
Is the U.S. code something that comes under your jurisdiction? 

Ms. Maher. It does not come specifically under my jurisdiction. 

Mr. Burr. But under the Justice Department? 

Ms. Maher. Yes. 

Mr. Burr. Are you familiar with title 35, section 271 of the U.S. 
Code? 

Ms. Maher. I am not. 

Mr. Burr. Let me basically tell you what that says. And just 
get — I’ve got the code here in case you want to read it for yourself 
But what that code says, “whoever without authority makes use of, 
offers to sell or sells any patented invention within the United 
States or imports into the United States any patented invention 
during the term of the patent therefore infringes on the patent.” Is 
that your understanding of the law? 

Ms. Maher. As I said, I am not familiar with that provision 
but 

Mr. Burr. Given what that provision says, would it then be a 
patent infringement for a manufacturer to produce in this country 
for export, not for the purposes of reimporting into this country, 
and a third party reimports into this country without the explicit 
consent of the manufacturer; have they infringed on the manufac- 
turer’s patent? 

Ms. Maher. I would assume so if there is not a license agree- 
ment. 

Mr. Burr. If there is not a license agreement that specifically al- 
lows them to reimport into this country. That isn’t limited just to 
drugs, isn’t it? 

Ms. Maher. No, I don’t believe so. 

Mr. Burr. That is a general patent protection we have in this 
country. It is not only stated in the U.S. Code, it to some degree 
is codified in the North American Free Trade Agreement and in the 
world Trade Agreement, World Trade Organization as it relates to 
the TRIPS agreement, where we negotiate intellectual property. So 
if in fact the FDA for any reason looked at the Justice Department 
and said as it relates to a patent infringement we want you to sort 
of wink, turn your head and not enforce this, would that be a 
precedent in court for other industries as they took to a court a 
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patent infringement against them that you hadn’t enforced this 
one? 

Ms. Maher. I don’t think a lack of prosecution can ever he of- 
fered as precedent, that somehow it undermines another prosecu- 
tion. There is always — there are always decisions that have to he 
made about which cases to bring. The fact that one case isn’t 
brought doesn’t undermine a prosecution if the facts and cir- 
cumstances warrant it in another case. 

Mr. Burr. Mr. Kelly, has Customs ever stopped a product be- 
cause of a patent infringement? 

Mr. Kelly. Yes, we do, and it is usually a result of a what you 
might call a patent lookout where the patent holder would put us 
on alert as to the possibility of violation. 

Mr. Burr. Were you aware before the last hearing we had that 
it was a patent infringement for the reimportation of pharma- 
ceuticals? 

Mr. Kelly. No, sir, but I wasn’t at the last hearing either. 

Mr. Burr. Hopefully somebody briefed you relative to the line of 
questions that took place and that was one of them. I think Cus- 
toms acknowledged that they were not aware that there was a pat- 
ent violation that existed, whether it is in bulk, API or whether it 
is in personal use. In fact, it is a patent infringement because it 
is not specifically or explicitly said that it could be reimported. 

Commissioner, let me ask you if I could, given that you use the 
505 standard for the current importation of drugs, and let me reask 
Chairman Bliley’s question, do you anticipate that if there’s legisla- 
tion that moves through this institution this year that the FDA 
would demand section 505 be met before any reimportation lan- 
guage was supported by the FDA? 

Ms. Henney. Well, section 505 is really the basic safety stand- 
ard. 

Mr. Burr. I think we can get by with a yes or no, given the lim- 
ited amount of time. 

Ms. Henney. That all drug approvals must meet. As I tried to 
indicate to Chairman Bliley, I believe that same standard would 
apply. 

Mr. Burr. So section 505 should apply to any reimportation, yes 
or no? 

Ms. Henney. I think we would have that expectation, yes. 

Mr. Burr. As you know, a couple of months ago five drug compa- 
nies joined in the United Nations initiative to provide AIDS drugs 
to a number of Africa nations at significantly discounted prices. 
First question, do you have an opinion regarding the impact legal- 
izing reimportation will have on drug manufacturers who either do- 
nate or sell drugs in foreign countries below market prices? 

Ms. Henney. I don’t. 

Mr. Burr. Have you stopped to think about it at all? 

Ms. Henney. That is not something I’ve given consideration to, 
no. 

Mr. Burr. Do you believe that if we lift the reimportation ban 
that in fact we may actually discourage manufacturers from par- 
ticipating in these types of programs because we’ve opened up a 
new market for a drug that meets the 505 standard, designated for 
some type indigency program, whether it is in Africa, Asia, and po- 
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tentially it is more profitable for those countries to reimport those 
drugs to the United States? Should that be a concern to the FDA? 

Ms. Henney. We have not been asked to consider that question. 
So I would only be given 

Mr. Burr. Would you supply for this committee a statement from 
the FDA, a written statement on that? 

Ms. Henney. I will be happy to. 

[The following was received for the record:] 

The legislation, as enacted (section 745 of P.L. 106-387), provides in new section 
804 (k) of the Federal Food, Drug, and Cosmetic Act (FD&C) Act that the authority 
to reimport pharmaceutical products does not apply to drugs donated to charitable 
organizations or a foreign country. This provision should ensure that donated drugs 
would be used for their intended purpose rather than being resold in the United 
States. 

Mr. Burr. Thank you very much. Commissioner, let me just 
point out a few things in your testimony if I could. Do we all ac- 
knowledge that the growth in international trade over the past few 
decades has had a substantial impact on the ability of the FDA to 
cope with the volume of regulated products coming into this coun- 
try? That is out of your statement. 

Ms. Henney. I think there are two issues there. Yes, we are see- 
ing an overwhelming exponential increase in the number of regu- 
lated products coming into this country, approximately 14 percent 
I believe just this past year. 

Mr. Burr. You’ve asked for 

Ms. Henney. It did stretch our resources tremendously. 

Mr. Burr. You’ve asked for $23 million to fund any effort that 
might deal with reimportation. Can you break down for me how 
those $23 million are spent, how much would be enforcement, how 
many would be inspection? 

Ms. Henney. Yes, I will be glad to supply that for the record. 

[The following was received for the record:] 

The President has not yet requested the $23 million, as required by the statute. 
However, the enclosed chart reflects FDA’s estimated cost to fully implement the 
Medicine Equity and Drug Safety Act of 2000. As you can see, the $23 million for 
the first year included funding to begin to build the system called for in the bill. 
Specifically, $2.52 million will go toward beginning to build the Forensic Chemistry 
Center’s drug database; $9.55 million will be used to purchase laboratory equipment 
and ramp up our laboratory capability; $5.50 million will be used to begin needed 
information technology upgrades; $5 million will go towards establishing appro- 
priate accreditation capabilities; and $.56 million will be needed for regulation de- 
velopment. 
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Mr. Burr. Thank you. I appreciate that very much. 

Also in your testimony, this is in item 3, excuse me, item 4, put 
all importers on notice they are required to provide the name of 
foreign manufacturers. As I stated earlier, the FDA has a long his- 
tory of sending notices out for their acknowledgment, sign-up, li- 
censing, whatever we want to call it. What’s your assessment? 
Have only the honest people registered? Is that the difficulty? 

Ms. Henney. Well, I think there are many factors in this. And 
some of it has to do with time and knowledge and a number of 
other things. We have put the importers on notice again and we 
are working with Customs right now to make this a condition of 
entry. So I think that there will be a much more aggressive step 
taken for not being compliant with this notice. 

Mr. Burr. On page 10 of your testimony you state that the 
FDA’s OCI has a close working relationship with Customs, includ- 
ing a memorandum of understanding providing for all OCI agents 
to be cross-designated as Customs officers. How many total OCI 
agents are there at FDA? 

Ms. Henney. Approximately 150. 

Mr. Burr. Can you tell me of the 150 agents which are now 
cross-designated as Customs officers? 

Ms. Henney. I will be glad to supply the exact number for the 
record, but I believe nearly all of them are. There are a few I be- 
lieve, perhaps in Miami, that aren’t but they actively work these 
cases. 

[The following was received for the record:] 

As you know, the Office of Criminal Investigations (OCI) was established in 
March 1992 with the selection of a Director. At that time there were no criminal 
investigators employed by the FDA. In May 1993 FDA and Customs signed an MOU 
concerning the cross designation of OCI special agents as Customs officers. As a new 
criminal investigative agency that would be working a number of joint investiga- 
tions with the Customs it was apparent that our field agents should quickly develop 
a close working relationship with Customs agents. Therefore, the main purpose of 
establishing the MOU for cross designation was to achieve a close working relation- 
ship and coordination between OCI and Customs. That close working relationship 
was established and OCI and Customs have in the past and are presently working 
together on a number of joint investigations. 

Cross designation requires a block of training by Customs field offices and a re- 
newal every six months of the cross designation status. OCI currently has a total 
of 133 special agents and supervisors. Eleven of those agents/supervisors are as- 
signed to OCI headquarters and 122 agents/supervisors are assigned to field offices. 
Of the 122 agents/supervisors, 77 are crossdesignated as Customs officers. In some 
cases the initial training or renewals requested by OCI have not taken place for a 
variety of reasons. Since we have already established a close working relationship 
with Customs field offices some field supervisors in Customs do not feel cross des- 
ignation status is necessary for all OCI agents. They conclude that the status should 
be accorded for a specific reason or investigation, if necessary, citing the time and 
expense to cross designate agents. Also the language of the MOU states, “The U.S. 
Customs Service agrees: to designate certain special agents of the Food and Drug 
Administration, Office of Criminal Investigations as Customs Officers”. After years 
of working with and establishing an excellent cooperative working relationship with 
Customs field offices, it is FDA’s belief that it is not necessary for all OCI agents 
to be cross-designated as Customs Officers. 

OCI investigates numerous import-related cases in virtually every district in the 
U.S. and Puerto Rico. To our knowledge, the absence of cross-designation has never 
been a factor or an impediment to any OCI import related case in any district. OCI’s 
relationship with Customs is such that if it was determined that cross-designation 
was necessary to assure any import investigation was enhanced, OCI would seek it 
and we are confident that Customs would be responsive. 
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Mr. Burr. Let me say that according to the information from the 
U.S. Customs Service that there are presently 15 FDA cross-des- 
ignated agents in Baltimore, 14 in Los Angeles and 12 in Chicago. 
That is a total of 41. None of these are in the high volume API dis- 
tricts that you stated. Why aren’t all OCI agents cross-designated 
and why aren’t any OCI agents cross-designated in the high vol- 
ume API areas? 

Ms. Henney. Well, Mr. Chairman, your information differs a lit- 
tle bit with mine and so I will be glad to supply a fuller answer 
for the record. Because it has been my understanding 

Mr. Burr. Is that your understanding, Mr. Kelly? I mean these 
are Customs documents. 

Mr. Kelly. My understanding it is the number is about 50. My 
understanding also is that we do have a close working relationship, 
close 

Mr. Burr. Are any of those 50 designated in the high volume 
API districts? 

Mr. Kelly. In the locations that you mentioned. 

Mr. Burr. Chicago, Baltimore and Los Angeles, which were none 
of the cities that were mentioned earlier that were high volume. 

Mr. Kelly. My understanding is we have a closer working rela- 
tionship than we had in 1993 when that memorandum of under- 
standing was signed and that we are working in those higher vol- 
ume ports, even though there is not an official cross-designation 
working together. 

Mr. Burr. The Chair’s time has expired. At this time the Chair 
would recognize the gentleman from California, Mr. Waxman. 

Mr. Waxman. Thank you very much, Mr. Chairman. 

As you know. Commissioner Henney, the House and the Senate 
both passed drug reimportation language by wide margins as part 
of the agriculture appropriations bill. Draft compromise language 
has been circulated and many of us are concerned that the com- 
promise as drafted contains loopholes that the drug companies will 
exploit to eviscerate the original intent of the proposal. 

I and my colleagues Congressman Sanders, Berry, and Crowley 
wrote to the agriculture appropriations conferees expressing our 
concerns about the draft language. I would like to ask you about 
some of the issues we raised in our letter. The letter indicates that 
the current language appears to allow drug manufacturers to dis- 
criminate against U.S. pharmacists and wholesalers. For example, 
the companies could require their foreign distributors not to sell to 
U.S. pharmacists or wholesalers and could enforce these require- 
ments by inserting restrictive provisions in their contracts. 

Isn’t that correct? 

Ms. Henney. Mr. Waxman, that issue, if it exists, I think could 
be a real one, but I think that the implications in terms of trade 
restriction or trade restraints are really better answered by other 
agencies. We’ve got a lot of legal advisers. 

Mr. Waxman. I wasn’t really asking before whether this would 
stand up under NAFTA or GATT or anything else. I am just asking 
you if the drug companies had a contract with their foreign pur- 
chaser not to turn around and sell it and that contract were 
upheld, that would be a problem, wouldn’t it, for importation of 
drugs into the United States? 
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Ms. Henney. One would think it would. 

Mr. Waxman. And it would allow, I believe, drug companies 
themselves or their intermediaries to discriminate against U.S. 
pharmacies or wholesalers because they could insert these clauses 
into the contracts with the foreign distributors, which make it ille- 
gal then to sell to U.S. pharmacists or wholesalers. And under the 
current draft of this language in the agricultural appropriations 
bill, this type of restrictive contract, as I read it, would be perfectly 
legal. Of course, if we try to challenge it on a trade basis, that 
could take years before we see any result. We may not win it. 

Is there any reason to believe the drug companies would take ac- 
tions like trying to get these special provisions in contracts with 
their purchasers abroad? 

Ms. Henney. I don’t know that I have any evidence of that. But 
if that would happen, I would think it would certainly be some- 
thing that should be addressed now if Jeffords is expected to work. 

Mr. Waxman. In fact I believe these restricted practices are com- 
monplace. I agree with you if we are going to face this problem, we 
ought to correct it now. 

If we don’t address this loophole, this legislation won’t go very 
far in addressing the high cost of prescription drugs for seniors in 
the U.S.; and if the language is left as is, it will allow the drug 
companies to evade the intent of the law. 

Another loophole I am concerned with deals with labeling. Drugs 
must bear the FDA-approved labels. In cases of brand name drugs, 
the copyright of these labels belongs to the manufacturer. The 
manufacturer could frustrate the intent of this legislation by using 
foreign labels that are different than U.S. labels and then refuse 
to allow reimporters to use the FDA-approved label. Do you think 
the drug manufacturers could thwart the intent of the law simply 
by changing labels, their foreign labels? 

Ms. Henney. We at the FDA did raise this labeling issue to Sen- 
ator Jeffords soon after it passed on our appropriations bill. We as- 
sumed that it was an oversight, but there is nothing in the bill, as 
you note, that requires the manufacturer to give the approved label 
to the importer. Without this requirement, then the importer 
wouldn’t have access to that approved label and it couldn’t be im- 
ported because it would be essentially misbranded. It is likely an 
issue dealing with copyrights, trademarks and the like, and again 
it is another thing that needs to be fixed if Jeffords is expected to 
work. 

Mr. Waxman. I would think that it is quite simple for the drug 
companies to use this tactic. Currently labels for the drugs used 
overseas do not always use the FDA-approved label. If this problem 
isn’t addressed, as you pointed out, drug companies will have an 
enormous tool to block reimportation of drugs and undermine the 
intent of the law. It seems to me that there are simple solutions. 
Prescription drug manufacturers could be required to provide im- 
porters with authorization to use approved labeling and manufac- 
turers could be prohibited from discriminating against U.S. phar- 
macies and wholesalers. 

Would you support such an effort to eliminate these loopholes? 

Ms. Henney. I think they must be worked out if the law is going 
to work. 
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Mr. Waxman. Thank you. 

Mr. Chairman, I yield hack the balance of my time. 

Mr. Upton. Thank you. I appreciated your testimony this morn- 
ing and particularly, Dr. Henney, I was delighted to see the state- 
ment in your testimony, I think it was point four, that indicated 
that the FDA would require manufacturers to notify FDA when 
they receive poor quality bulk drugs. This was an issue that we 
took up in our hearing earlier this spring, and as we have pro- 
ceeded to other things like Firestone, notification to a Federal 
agency I think is very, very important. How quickly and under 
what parameters do you see this happening? What timeframe? 

Ms. Henney. I think we certainly need to engage in a very thor- 
ough discussion and dialog with the industry on this matter. It 
clearly would require rulemaking and notice and comment. Rule- 
making could take us several months. 

Mr. Upton. But you expect to see this happen by the early part 
of next year? 

Ms. Henney. I think we will begin engaging in these discussions. 
I don’t believe that we could be to a final rule by the first of the 
year. 

Mr. Upton. I have a question that I would like to sort of set out. 
In a letter back in July to me, July 25, the FDA wrote, “OCI is 
willing to work with Customs on a criminal investigative task force 
if warranted. However, the establishment of a task force is predi- 
cated on identifying a large number of specific criminal violations 
that are occurring and the need to respond to those violations with 
the resources of a number of agencies.” It goes on to say, “In the 
case of counterfeit bulk drugs, no large number of specific criminal 
violations has been identified. Accordingly, FDA has concluded that 
a joint standing task force with Customs for counterfeit bulk drug 
investigations is not warranted at this time.” 

Now, a letter that I think the Department of Justice sent to 
Chairman Bliley a week or 2 ago indicated that in fact an inter- 
agency cooperative such as a task force can be an important compo- 
nent of law enforcement, and facilitates the investigation by using 
each agency’s area of expertise. 

Where exactly are we in the field of things trying to get all three 
agencies to work together and in fact develop an interagency task 
force? Does your language back in July still stand based on what 
the Department of Justice sent us and as a former OMBite, where 
was the clearance process? 

Ms. Henney. I think with respect to the working groups or task 
forces that are meeting, whether or not it is a standing task force 
or not may be the term of art we are all debating about. 

We clearly are engaged in fairly frequent discussions with a 
number of parts of Customs with respect to the counterfeit issue 
both in terms, as I mentioned before, of our laboratory efforts, our 
importation efforts, our civil actions as well as criminal actions. We 
simply don’t have at this point a standing criminal task force, but 
we do have a working group that is engaged in fairly frequent 
meetings. In fact, I attended one in August. 

Mr. Upton. Ms. Maher? 

Ms. Maher. Well, looking at the letter you referred to, and we 
said that in the Department’s view interagency working groups and 
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task forces are effective and can be useful, is the language you 
quoted, in law enforcement in identifying and in working on par- 
ticular cases with Customs and FDA. But I don’t think that there 
is any conflict with what the Commissioner has said that we are 
not currently participating in such a task force. 

Mr. Upton. Do you know how many foreign firms appear to have 
shipped misbranded products in 1999? Is there any idea? Do you 
have some list? 

Ms. Henney. I don’t think that we have a list, no. 

Mr. Upton. The FDA indicated that it was developing intel- 
ligence on international distribution channels of counterfeit and 
unapproved drugs. Exactly how is that being done? Is it through 
the Office of Criminal Investigations? Are they working closely 
with Customs? 

Ms. Henney. Mr. Chairman, with your indulgence I would like 
the person that you gave such worthy praise to before to answer 
that question. The head of our field operations, Mr. Dennis Baker. 
If anybody can live in reflective glory, I was very glad that I hired 
him when I first came on board. 

Mr. Upton. Welcome back. 

Mr. Baker. Thank you. 

Mr. Upton. I have to quickly swear you in. 

[Witness sworn.] 

Mr. Upton. You are under oath as well. Thank you. 

Mr. Baker. Mr. Chairman, we have several ways and venues of 
developing intelligence. We have international working groups 
where we do have international partners that our Office of Crimi- 
nal Investigations works with to identify potential counterfeiting 
operations and distribution throughout the world. 

We also evaluate foreign inspections. As an example, our staff 
are now securing information on all manufacturing that occurs in 
establishments overseas, not just information on what is being dis- 
tributed. 

Mr. Upton. Let me stop you right there. In the hearing that we 
had earlier this summer, we talked a little bit about the glycerin 
I indicated in my statement, the glycerin which was contaminated 
in Haiti, which caused a good number of deaths there. 

As I recall from that testimony, in fact we traced that back and 
we found some of that product, at least the raw material, had been 
identified as coming in and was in the United States and had not 
been used and it was caught in the nick of time. 

Now, did that come from China? Where did that material come 
from? It came from China. Was any attempt ever made? Whatever 
happened to the investigation? Here is a substance that caused 
deaths for sure. Whatever happened to the investigation of where 
it came from? Did they identify the source where it came from? 
Was there some tracking? 

Mr. Baker. They did identify the import source into the United 
States and they did quite a bit of leg work. I would have to pull 
the files to refresh my memory on it. That was some time ago. We 
did find it in distribution channels in the United States. 

Mr. Upton. Was that case ever referred to the Department of 
Justice? 

Mr. Baker. Insofar as the importer? 
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Mr. Upton. Correct. 

Mr. Baker. I would have to go back and look at the files to see 
what the disposition was. 

Mr. Upton. Here is a clear case for what Dr. Henney was indi- 
cating in her testimony of requiring the manufacturer — if this had 
been a U.S. firm, to in fact pass that along directly so that we could 
take some type of action and make sure that it didn’t happen again 
and in fact identify the source, whether it be FDA inspectors that 
would go there or have the authority to look out for that company’s 
particular products as they entered the States. Do you know more 
based on that note that was handed to you there? 

Mr. Baker. We did meet with the Chinese embassy to disclose 
information that we learned from the Haitian event. In essence, we 
passed along our information to the Chinese authorities for use 
against the manufacturer of the product in China. 

Mr. Upton. Do you know if any follow-up happened? 

Mr. Baker. I would have to check to see what the follow-up was. 

Mr. Upton. I would appreciate that for the record. 

Mr. Baker. I will be happy to supply that. 

[The following was received for the record:] 

On October 28, 1999, Agency representatives from the Division of Emergency and 
Investigational Operations, Division of Field Science, and Office of International 
Programs, met with representatives from the Chinese Embassy to disclose the re- 
sults of the Agency’s investigation into the 1996 incident in Haiti that killed 88 chil- 
dren caused by contaminated glycerin used in a drug product. After the Haitian 
tragedy, FDA issued an Import Alert for glycerin exported from all countries. 

FDA began investigating this incident per the request of the World Health Orga- 
nization. The Agency’s findings revealed that the glycerin used in Haiti was con- 
taminated with approximately 24 to 26% diethylene glycol (DEG). The Agency also 
concluded that the contaminated glycerin, labeled as “pharmaceutical grade”, origi- 
nated from a firm in China. The Agency was not able, however, to identify the firm 
in China that caused the contamination. 

In an effort to bring closure to this issue, to alert Chinese officials to the Agency’s 
findings, and to allow Chinese officials to continue this investigation, the Agency re- 
quested the meeting to disclose the results of its investigation. 

Embassy officials indicated that they would report back to the Chinese govern- 
ment and initiate a follow-up. FDA officials also offered to assist the Chinese gov- 
ernment in their efforts. To date, the Agency has not received any requests for as- 
sistance. 

Mr. Upton. Okay, I think that completes my questions at this 
point. Mr. Bryant. 

Mr. Bryant. Thank you, Mr. Chairman. Dr. Henney, let me ask 
you a question about what the administration’s position would be 
on reimportation or importation of drugs which are identified in 
the Controlled Substances Act as drugs which have the potential 
for addiction or abuse? 

Ms. Henney. I’m sorry, I heard the first part of your question 
but not the last part. 

Mr. Bryant. What is the position of the administration and FDA 
on the reimportation of drugs that are listed on the controlled sub- 
stances list, those that are addictive and can be used in an abusive 
way? 

Ms. Henney. Are you — let me just ask a point of clarification, 
Mr. Bryant. Are you speaking of the reimportation bill currently 
being considered or are you talking about personal reimportation 
of scheduled products? 

Mr. Bryant. The former. 
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Ms. Henney. The former. I don’t think that the position as out- 
lined by the administration distinguishes between scheduled prod- 
ucts versus prescription drugs. It is really drugs that are manufac- 
tured, are under prescription that could be reimported. So I assume 
that the authors of the legislation mean all products that can be 
obtained under a prescription and of course some of those are 
drugs that can be abused. 

Mr. Bryant. I am concerned and I think a number of questions 
have been asked between the Customs and FDA of the efforts of 
the joint investigations, cross designations of FDA’s OCI, and folks 
with Customs. Coming from a limited law enforcement background 
as a former U.S. attorney, and I think I pointed this out in the last 
hearing, back in June, of the turf battles that go on among inves- 
tigators, Federal and State investigators. I want to be careful that 
both of you, and I am sure that Justice would agree, that everyone 
work together on this in a cooperative fashion so we can make sure 
whatever we do in Congress works with whatever laws you enforce 
now are enforced and there are not problems with jealousies among 
agencies. 

I think you testified that 150, most of whom are cross-des- 
ignated, I am concerned about the location and we don’t want to 
micromanage, but Director Kelly, Mr. Kelly, what is your view on 
the placing of these — I know that you have folks out there, but the 
placing of these OCI agents particularly among the high traffic 
areas, the high volume areas? 

Mr. Kelly. Congressman, I am led to believe by our people that 
we are working more closely now with the FDA than ever before. 
In 1993 there was a memorandum of understanding that allowed 
for this cross-designation and there were some issues in 1993 that 
I think all reports have been resolved. We don’t necessarily need 
this cross-designation because we are working so closely at many 
of these ports. There certainly is no resistance on our part to ex- 
pand the cross-designation. The number is about 50, as Congress- 
man Burr mentioned before. If more cross-designation is needed, 
we will do two. 

All of the feedback that I have received is that we are working 
closely and cooperatively as far as investigations. We do have a 
task force of sorts in the San Diego area doing Internet investiga- 
tions right now. 

Mr. Bryant. Would you explain to me in your testimony, maybe 
on your website, in our preparation materials the indications are 
that there are something like 358 ports of entry and 20 customs 
centers in addition to that which you operate, and the issue I 
would ask you to explain to me, are some of these limited in terms 
of commercial trade and if we pass this legislation that we are talk- 
ing about where it would likely increase the importation of drugs 
and all of the problems that need enforcement, how will that affect 
those commercial sites and can we close down some of those given 
the assets that you have, and will you be forced to try to shut down 
some of these commercial entries to offset that? 

Mr. Kelly. We have 301 ports of entry. The overarching super- 
vision are 20 customs centers. Some ports, yes, are strictly trade. 
For instance, Otai Mesa in California is 10 miles from San Ysidro, 
it is passenger car, but Otai Mesa is all vehicle traffic. We would — 
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we simply don’t know the volume that will he generated by this 
piece of legislation. I could not make an intelligent statement 
whether or not we would be forced to close. That certainly would 
be a very drastic measure to close a port of entry. We would resist 
that tremendously. 

Mr. Bryant. We are sort of on both sides of this. We don’t want 
to impair our legitimate businesses but we don’t want these coun- 
terfeit drugs coming in either. You guys are where the rubber 
meets the road. 

Let me go back to a question, if I can find it very quickly here, 
to Dr. Henney. Dr. Henney, in terms of the foreign drug plants, our 
committee here has obtained evidence of some Chinese firms that 
readily ignore patent laws and distribute these drug products. Are 
we aware of the distribution of such drug products outside of China 
that violate our patent laws? 

Ms. Henney. Mr. Bryant, I am going to have to submit that re- 
sponse for the record. I don’t know that I can give you a full and 
complete answer to what extent we are knowledgeable about that. 

[The following was received for the record:] 

FDA is not aware of evidence that Chinese firms are manufacturing and distrib- 
uting pharmaceuticals in violation of U.S. patent laws. 

Mr. Bryant. Mr. Kelly, do you have any information on that? 

Mr. Kelly. No, sir. 

Mr. Bryant. This committee has obtained reports of firms that 
are counterfeiting drug products still under the U.S. patent laws. 
These firms do manufacture other products that are exported to the 
United States and it seems to me that the FDA would find these 
reports relevant to assessing the integrity of these firms, and I as- 
sume that the FDA would like to have these reports that the com- 
mittee has found. 

Ms. Henney. We would appreciate that. 

Mr. Bryant. Dr. Henney, let me ask you a question here. The 
FDA seems to be saying that it doesn’t want individual citizens to 
bring drugs approved for the U.S. market from Mexico for their 
personal use because the agency can’t assure the safety and effec- 
tiveness of these drugs, but as long as a wholesaler-importer pro- 
vides documentation about testing products obtained in Mexico, 
this somehow is dispositive. So while it is not safe and effective if 
it is brought into the United States by an individual, it seems to 
be safe and effective if brought in by a commercial operator whose 
products will be available to not just one person but thousands of 
other folks, and we are going to know that the drug is safe and ef- 
fective by virtue of the paperwork being provided hy the very per- 
son whose business interests are affected by this. This is at best 
illogical, and at worst this is downright dangerous. 

What is it specifically about the pending importation proposal 
which has changed the FDA’s mind and reversed the agency’s clear 
and heretofore unambiguous position about assuring the safety and 
effectiveness of these imported drugs? 

Did you follow all of that? 

Ms. Henney. I tried to. 

Mr. Bryant, I think there are a number of issues embedded in 
your question. I think first and foremost, the pending legislation 
which the administration has made comment on was initiated by 
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the Congress. It clearly does apply to importers, and the importer 
might be a pharmacist, and we feel that if that is to take place, 
that our current method of assuring a safety system would have to 
be nurtured with a new system that we would need to put in place 
to make sure that the safety issues remain strong. 

And that is why we are saying that we cannot accomplish this 
piece of legislation without full funding to support a new safety 
system on our part in terms of authenticating what is coming in 
and making sure that it does meet safety standards. However, this 
piece of pending legislation does not deal with personal importation 
and the personal importation policy. So we have not made comment 
in that regard. 

I think it is important to keep in context that the personal im- 
portation policy when it was initiated by the agency many years 
ago was a policy built out of compassion, that there was an over- 
riding concern about people’s ability to get product that might be 
available in another country that was not available here, and it 
was particularly done at the time of the AIDS crisis when there 
were no treatments available here and possibly available in some 
other countries. And we opened it up by policy to allow an indi- 
vidual to bring a personal amount of product into this country, or 
if they were coming in from a country and had already been pre- 
scribed a medication in another country that may not have been 
available here. 

I think that policy has extended over time, and it is now one that 
people are relying on because of the price issue. We have tried to 
be understanding of that matter. We do have concerns about it and 
that is why we try to tell citizens that go into other countries to 
purchase products perhaps at lower cost, that they do that at some 
risk in terms of their safety, but we have chosen by enforcement 
discretion not to enforce the law in terms of their personal desire 
to purchase that product. But they need to be aware of the safety 
risk they put themselves at. 

Mr. Bryant. To be clear in my own mind, let me ask that each 
one of you and probably a close simple yes or no answer might 
apply. You might have to explain a little bit. Do the three agencies, 
for lack of a better word, that you represent, each one of you, what 
is your position on this bill that would — these riders, the Crowley 
and the Coburn and I guess Jeffords over in the Senate, what is 
the position? Do you favor the passage of this that I understand 
would allow the importation of bulk drugs from other countries, 
large numbers, rather than simply the personal use situation? Do 
you support this type of legislation? And each of you answer yes 
or no. 

Ms. Henney. Mr. Bryant, I believe the administration has made 
itself very clear in terms of strong opposition to both the Crowley 
and Coburn amendment on the issue of strong safety concerns that 
those amendments would represent. 

On the matter of Jeffords, I think from the FDA’s part, the origi- 
nal Jeffords, and I am given to understand that this has been 
opened up for a lot of discussion, and I don’t know its current state 
of play, but if we looked at the language as originally embodied in 
Jeffords, we believed that it was a new system, it could be a work- 
able system, and from our part we could only do it if fully funded. 
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I think a number of other issues have arisen during the course 
of discussion, but I don’t know the current language of Jeffords as 
it now stands, so I couldn’t comment on that. 

Mr. Kelly. Trade has essentially doubled in the last 6 years, and 
obviously the volume comes right through the Customs Service. We 
don’t have a position on the bill. Obviously we do what we have 
to do. Clearly we are strapped for resources now. So this legislation 
certainly has the potential of adding to the volume that Customs 
has to deal with. All I ask is consideration for the Customs Service 
as far as resources are concerned. 

We have a resource allocation model that we had a consultant do 
for us, and it is an excellent piece of work. It is workload driven. 
What we would want to do is take information from the FDA and 
put it into our resource allocation model and come out with a fig- 
ure, what do we need to effectively enforce this piece of legislation. 
So our concern is resource driven, what do we need to do our job 
as far as this piece of legislation is concerned. 

Ms. Maher. Mr. Bryant, the Department of Justice has not com- 
mented on the bill and the Office of Consumer Litigation, which I 
oversee, is certainly not the only component which would have 
views on that. If the Department were to provide views, we would 
have to solicit views from divisions such as the Criminal Division 
and the Office of International Affairs, and so forth. We can do 
that, but that has not been done to date. 

Mr. Bryant. Thank you. I yield back the balance of my time. 

Mr. Upton. Mr. Cox. 

Mr. Cox. Thank you, Mr. Chairman. 

Thank you for joining us. I would like to ask about the letter that 
the FDA sent to the committee addressed to Chairman Bliley and 
copied to the ranking member, Mr. Dingell. I wonder if you can dis- 
tribute a copy of that letter to the members and the witnesses. This 
letter concerns the production of documents to the committee con- 
cerning the criminal case that is described in Ms. Maher’s testi- 
mony involving the prosecution of counterfeit antibiotics from the 
People’s Republic of China. 

According to the letter of August 29, the FDA may have violated 
grand jury secrecy rules by disclosing information which is subject 
to the grand jury rule 6(e) of the Federal Rules of Criminal Proce- 
dure. The letter is unusual in that it is not signed by a lawyer, nor 
does it reference any petition to the court concerning the use of the 
material within FDA by anyone other than an attorney for the gov- 
ernment. I am assuming, and I will have to ask you this question, 
that the signatory on the letter, Melinda K. Plaisier, is not an at- 
torney for the government; is that correct? 

Ms. Henney. That’s correct. She is head of our legislative office. 

Mr. Cox. I take it that you are a medical doctor and not an attor- 
ney for the government? 

Ms. Henney. Yes, I am a physician. 

Mr. Cox. Rule 6(e) of the Federal Rules of Criminal Procedure 
requires that this information be handled by attorneys for the gov- 
ernment, and it would have to be segregated within FDA, presum- 
ably stamped secret, and other precautions would have to be taken 
so that this information could be kept secret within the confines of 
the law. It appears that that did not occur. Do you know why? 
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Ms. Henney. Mr. Cox, this matter came to our attention a few 
months ago, I believe a few days before the committee received this 
letter, we saw during the course of looking at materials that had 
been provided to the committee that some 6(e) documents inadvert- 
ently may have been transmitted in response to a request before 
the agency from the committee. 

Mr. Cox. I need to stop you because I don’t understand how that 
can happen. I don’t understand how that information could have 
been in the possession of anyone not an attorney for the govern- 
ment. 

Ms. Henney. That is what we are investigating ourselves right 
now, how it happened. 

Mr. Cox. How can you conclude that it is inadvertent then? 

Ms. Henney. Well, it was inadvertent in that it got transmitted 
to the committee and we are exploring how it happened, not only 
the transmittal to the committee but how it happened that the 6(e) 
documents were outside the confines of a secure situation within 
the agency. 

Mr. Cox. The people who transmitted this information and who 
reviewed it for transmittal in the first instance apparently were not 
attorneys for the government and were not on the grand jury list? 

Ms. Henney. That’s correct. 

Mr. Cox. So at least facially we have a potential criminal viola- 
tion. Was there a notification to the Inspector General? 

Ms. Henney. We have notified the Inspector General, but it is 
under investigation by our internal investigations group. 

Mr. Cox. Is that normal for a potential criminal violation? 

Ms. Henney. Yes. 

Mr. Cox. That the IG would not handle it? 

Ms. Henney. Within the agency we have an internal affairs oper- 
ation. They work closely with the IG of the Department, but they 
are able to undertake investigations within the agency. 

Mr. Cox. My understanding of your MOU is that in fact it would 
be normal for the IG to handle that; is that correct? 

Ms. Henney. Under the memorandum of understanding as I 
know it, we notify the IG of any matter like this and they take it 
under consideration as to whether they want to handle solely the 
investigation or they work with us in the investigation. We have 
notified them of that and we have not heard whether they will be 
entering this particular investigation or not. 

Mr. Cox. I am attempting to find a copy of it, and I just reviewed 
it recently and it strikes me that it is abnormal for the IG not to 
do this. 

Ms. Henney. As I recall, when this particular memorandum of 
understanding was entered into with the IG, it was at a time when 
the agency felt a need to have its own internal affairs unit. We 
were long delayed in terms of waiting for the IG because of the 
number of cases that they had under investigation through the 
whole department, and thus this arrangement was developed 
through this memorandum of understanding. It is that which we 
have relied on. 

Mr. Cox. Does the Office of Internal Affairs comprise non-FDA 
employees? 

Ms. Henney. No. 
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Mr. Cox. They are people that work for the FDA. Have any of 
them worked for the Office of Criminal Investigations? 

Ms. Henney. They are credentialed as essentially criminal inves- 
tigators, but they do not report to that office. 

Mr. Cox. Have any of the people who presently work there for- 
mally been in the Office of Criminal Investigations? 

Ms. Henney. I don’t know that. 

Mr. Cox. The concern is that what we have if we handle it as 
it is being handled is the people conducting the investigation essen- 
tially investigating their colleagues. There isn’t the same arm’s 
length arrangement that you would have if you had the IG con- 
ducting the investigation. I wonder if the MOU seems on its face, 
as it does to me having read it, to put this in the lap normally of 
the IG and the decision was made not to do that. 

Ms. Henney. The decision was to give this to the Office of Inter- 
nal Affairs. They would make their normal contacts with the IG 
and develop the plan for the investigation of the matter. 

Mr. Cox. This has been going on for months. Where does it stand 
now? 

Ms. Henney. I have not received a report on the status. 

Mr. Cox. The Office of Internal Investigations doesn’t have the 
power itself to convene a grand jury? 

Ms. Henney. No. 

Mr. Cox. Or to even get testimony under oath as the IG could. 
Isn’t that right? 

Ms. Henney. I do not know the extent of their authorities in that 
regard. 

Mr. Cox. Can they subpoena documents? 

Ms. Henney. I don’t know, Mr. Cox. 

Mr. Cox. Are you at all involved in the decision whether to con- 
duct the investigation through the IG or through the Office of In- 
ternal Investigation? 

Ms. Henney. I was involved in the decision that said we needed 
to investigate this matter thoroughly. 

Mr. Cox. You did not opine on it going to the IG or Internal Af- 
fairs? 

Ms. Henney. I did not make a designation as to which should, 
and I think what we have normally done when we have matters 
within the agency that need exploration is to turn first to our In- 
ternal Affairs, and then they consult with their colleagues in the 
IG as to how it will be conducted. 

Mr. Cox. Why have you not been briefed on the status of the in- 
vestigation? 

Ms. Henney. I am normally briefed on the status of the inves- 
tigation when the investigators feel that they are at a point where 
they need to be having me make a decision or need to transmit 
critical information. 

Mr. Cox. Is your inference from the passage of a month and 
some since at least we were provided and presumably the FDA was 
on notice that it is a complex investigation and that is why it is 
taking a long time or that there is nothing worth paying attention 
to? 

Ms. Henney. I don’t know what all might be involved in the in- 
vestigation at this point. 
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Mr. Cox. I raise this because it is rather clear that in the one 
criminal matter that we have seen — and this is the only one to my 
knowledge, the only criminal case that FDA has brought for the 
importation of bulk pharmaceuticals? 

Ms. Henney. I believe that is correct. I don’t know that for a 
fact. 

Mr. Cox. It seems that we have a rather serious internal prob- 
lem within FDA concerning the handling of the documents. They 
appear not to have been marked properly. They are being handled 
by people who are not on the grand jury list. They are not appar- 
ently in the office where they belong. Do you know the answer to 
the question of which office these things came from? 

Ms. Henney. We do not know at this point the different trans- 
mission points within the agency. That is what they are exploring 
right now. 

Mr. Cox. Do you believe that in any way the misconduct or mis- 
handling of documents here is related to a lack of funding to the 
FDA? 

Ms. Henney. I think we will have to make those judgments once 
we see the completion of the investigation. 

Mr. Cox. I will say that it strikes me as extremely improbable 
that that could be the case. Rather this seems to be a clear case 
of people not following the rules, and I would hope that it would 
get some serious attention because I have never seen a letter like 
the one that came to the committee just — let me ask this: Has the 
FDA or the Department of Justice made application to the District 
court that had jurisdiction over this matter where the guilty plea 
was entered, and so on, that would permit the people who have 
handled this information within FDA to do so? 

Ms. Henney. I need the thrust of your question again, please. 

Mr. Cox. Even though I realize, Ms. Maher, you are with the 
Civil Division, do you know the answer to that question? 

Ms. Maher. I don’t know the answer to that question. I just no- 
tice that the letter was copied to the Assistant U.S. Attorney in 
New Jersey. Frankly, this is the first time I have seen the letter, 
and I wasn’t aware of the issue and I don’t have any information 
on it. But that doesn’t mean that the U.S. Attorney’s office isn’t — 
hasn’t made some kind of application. I just don’t know the answer 
to the question. 

Mr. Cox. Okay. These are very serious matters. It is a crime, and 
it seems to me, or at least according to 6(e), handling documents 
in this way is subject to serious criminal penalties. It doesn’t seem 
to be being handled internally with that gravity, and I would hope 
that would change. The way that it came to the attention of the 
committee is highly unusual. I don’t think that the committee has 
ever received a letter like this, not only during my 12 years in Con- 
gress, but at all because it is so facially irregular. 

To the extent that you haven’t been briefed on it, I would assume 
that this would be a good time and perhaps you can get back to 
us. Is that acceptable? 

Ms. Henney. Yes. 

[The following was received for the record:] 

As you know, FDA’s Office of Internal Affairs began the preliminary investigation 
of this matter in September and in accord with our MOU with the Department of 
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Health and Human Services Office of the Inspector General (OIG) notified them. 
Subsequently, on October 4, the OIG notified the Agency that they would assume 
the lead on this investigation. Dr. Henney, Commissioner of Food and Drugs, was 
briefed on this status subsequent to the hearing. Since the OIG now has the lead, 
FDA expects no further briefing until the investigation is completed. 

Mr. Cox. Thank you. Thank you, Mr. Chairman. 

Mr. Upton. Before I yield to Dr. Coburn, I have been asked by 
the minority to put two letters into the record by unanimous con- 
sent that they, I guess, referred to in their questions. So without 
objection that is now done. 

[The following was received for the record:] 
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Dear Dr. Henney; 

Recently, Committee staff traveled to Laredo, Texas, to meet with U.S. Cusioms^ervice 
and U.S. Food and Drug Administration (FDA) officials, in order to discuss a range of issues 
relating to U.S. citizens traveling to Mexico to purchase pharmaceuticals. Specifically, staff was 
interested in knowing (1) the sources and quality of the drugs being purchased at border 
pharmacies; (2) the types of pharmaceuticals being declared at the U.S.- Mexican border; and 
(3) what FDA and U.S. Customs’ interpretations are regarding current policies that allow for 
some drug importation for personal use. 

Thousands of U.S. residents cross into Laredo each week and many use such excursions 
to purchase pharmaceutical products from the numerous conspicuous pharmacies that exist on 
the Mexican side of the border. During this visit, the U.S. Customs Service provided staff a copy 
of the most recent policy regarding personal-use reimportation guidance. As outlined in a June 
29, 2000, memorandum, this policy allows a U.S. resident to bring into the U.S. potentially 
significant quantities of controlled substances without any requirement that the citizen possess a 
valid prescription, or any proof that the citizen is under the care of a licensed practitioner. As 
taken from the June 29 memorandum, current policy reads as follows: 

“In summary, the controlled substances must be declared to Customs upon arrival, be for 
that individual’s personal use, and be in their original container. If all these conditions 
are met, a United Slates resident may import the type and amount of the controlled 
substance (except those in Schedule I or other prohibited substances) as specified on the 
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prescription.... If the controlled substances are declared, but the United States resident 
does not possess a valid prescription issued by a practitioner as defined above, the United 
States resident may bring in only an amount not to exceed 50 dosage units. Remember 
that the 50 dosage umis amount applies to each type of controlled substance being 
imported. In other words, if the resident is importing 3 different types of controlled 
substances, the resident may import up to 50 units for each type for a total of 150 dosage 
units....” 

As part of this visit. Committee staff also met with Dr. Marvin Shepherd of the College 
of Pharmacy at the University of Texas. In 1996. Dr. Shepherd completed a study entitled, 
"Examination of the Type of Pharmaceutical Products Being Declared by U.S. Residents Upon 
Returning to the U.S. From Mexico at the Laredo. Texas. Border Crossing. ” That analysis 
focused on the types of pharmaceuticals being reimported by U.S. citizens from one specific 
location on the border by examining declaration forms. Given the apparent laxity of the 
reimportation policy as applied to potentially dangerous drugs, some of the findings in this study 
raise troubling questions. Several excerpts from the executive summary of Dr. Shepherd’s 
analysis are as follows: 

“A total of 5,624 declarations were analyzed.... The average age of people who 
completed the declaration forms was 34.5 years. Males were found to be younger than 
females (33.2 years versus 34.8 years). The median age for males was 33 years, and for 
females it was 35 years. People over 50 years of age only represented 9.3 percent of the 
sample and people under the age of 40 represented over half the people declaring drug 
products. Thus these findings do NOT support the assumption that the majority of people 
who purchase pharmaceutical products in Mexico and declare the products at the U.S. 

Customs port of entry are elderly.” 

The report then goes on to note following: 

‘‘There was an average of 2.48 drug products listed on each claim form. The top 15 drug 
products listed by number of people declaring a product was as follows: 1. Valium, 

2. Rohypnol, 3. Tafil, 4. Tenuate Dospan, 5. Neopercodan, 6. Diminex, 7. Asenlix, 

8. Tylex, 9. Darvon. 10. Nubain, II. Qual. 12. Halcion, 13. Ritalin. 14. Ativan, and 
1 5. Somalgesic. Valium was claimed by 69.8 percent of the people and another 
benzodiazepine, Rohypnol was declared by 42.6 percent of the people. All the products 
in the top 15, except Solmalgesic, are classified in the U.S. as “controlled” substances. 

These results show that the most popular drugs being declared are sedative/hypnotics, 
antianxiety agents, stimulants and narcotic analgesics.” 

“Less than two percent of the declared products were for the treatment of cardiovascular 
problems and only 42 claims out of the 5,624 claims were for an antiulcer agent. Only 
96 declaration forms had an antibiotic or antifungal agency listed. Thus, it can be seen 
that drugs being brought across the border and being declared were not for people who 
suffer from chronic health conditions such as hypertension, ulcers or cardiovascular problems.” 

Finally, the report indicates that at least at the time of the study, 

on average, 1 1,000 Valium tablets were being declared a day; this extrapolates to 
approximately four million Valium tablets per year. For Rohypnol, over four thousand 
tablets were found to be declared each day and this extrapolates to 1 .5 million tablets a 
year coming into the U.S. These two examples point out that large numbers of 
pharmaceutical products are being allowed into the U.S. And, when one realizes that 
many of these products have tremendous abuse potential and some are not even approved 
by the FDA for use in the U.S., the seriousness of the issue becomes more pronounced.” 

Because this study was published in 1996, certain of the above findings may be different 
today than when the study was first released. For example, Rohypnol is now a prohibited 
substance, and thus would not be allowed into the U.S. Nonetheless, as present policy now 
allows an individual to bring 50 dosage units of many other controlled substances across the 
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border, it is unclear whether the auaniitv of the controlled substances being transported into the 
U.S. has fallen, remains the same, or has even increased. 

For example, presently, an individual could legally bring in 300 doses of various 
controlled substances, as long as these were divided into 6 separate drug-types. And as neither 
the FDA nor the Customs Service appears to track the frequency by which persons are bringing 
such drugs into the U.S., one could imagine that several trips a week could be made by certain 
individuals and thus the number could be higher. Most of the controlled substances listed above 
are available in the U.S. and are relatively inexpensive, so one must question exactly what this 
policy is designed to achieve. Do individuals really need 50 Valium tablets between the period 
of when they first reenter the U.S. and the time they see their doctor? What would the logic be 
for a traveler needing 150 pills of various controlled substances? 

I also remain somewhat confused by how the FDA’s personal use policy can operate 
simultaneously with the U.S. Customs Service directive. Which policy actually governs? Under 
the Food, Drug, and Cosmetic Act, individuals are not allowed to re-import pharmaceuticals into 
the U.S., unless certain strict conditions are met. That guidance, as posted on FDA’s Website, 
slates that FDA should not consider taking enforcement actions against importation for personal 
use, 

“when 1 ) the intended use [of the drug) is unapproved and for a serious condition for 
which effective treatment may not be available domestically either through commercial or 
climcal means; 2) there is no known commercialization or promotion to persons residing 
in the U.S. by those involved in the distribution of the product at issue; 3) the product is 
considered not to represent an unreasonable risk; and 4) the individual seeking to import 
the product affirms in writing that it is for the patient’s own use (generally not more thm 
a three month supply) and provides the name and address of the doctor licensed in the 
U.S. responsible for his or her treatment with the product or provides evidence that the 
product is for the continuation of a treatment begun in a foreign country.” 

Because virtually all of the drugs cited in the above study have “approved" versions of 
their foimuiation available m the U.S., it is unclear how an individual can transport such 
controlled substances into the U.S. under FDA’s own policy. Does the guidance, as issued by the 
U.S. Customs Service, simply nullify FDA’s guidance? If so, how does the U.S. Customs 
Service take into consideration the fact that many of these substances are apparently arriving at 
the border in misbranded or mislabled containers, which makes such drugs in violation of the 
FD&C Act? Also, does the U.S. Customs guidance consider the fact that the agency has no 
evidence or guarantee that many of the above products are made in facilities that meet current 
good manufacturing practices? What is also unclear is why one directive, issued by the Customs 
Service, allows a traveler to bring in potentially dangerous substances without a prescription, and 
yet the other policy, as outlined by FDA, requires that some proof be given that the importer is 
under the care of a licensed practitioner or provides evidence that the product is for the 
continuation of a treatment begun m a foreign country. Why the difference? Which agency’s 
policy takes precedence at the U.S. - Mexican border? 

I am concerned that, in their present form, these practices may be facilitating the easy 
entry of substances that cause senous harm when not taken under the supervision of a licensed 
practitioner. Moreover, 1 am troubled by the general confusion and differing interpretations staff 
has found in the implementation of U.S. policy on the importation of pharmaceuticals for 
personal use. I would therefore ask you to address the following questions: 

( 1 ) Please explain the personal use guidance policy that is now beine followed at the Mexico- 
U.S. border . It is unclear whether FDA’s policy is the standard or whether the policy as 
outlined in the June 29 Customs Service memorandum (or a combination of the two) is 
the policy now in place at the border. Please also explain the origin of this policy 
(whichever one is used) and how it comports with the various import prohibitions under 
the Food, Drug and Cosmetic Act. Also, does FDA believe the June 29 Customs Service 
guidance is consistent with the original intent of FDA’s personal use import guidance? 
Please explain. 
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(2) Has FDA conducted a study similar to that of Dr. Shepherd’s that attempts to determine 

( 1 ) the average age of persons visiting Mexico to purchase prescription drugs, and 

(2) types of drugs being declared at the U.S. border for reentry under the above-cited U.S. 
Customs policy? If so, please provide such findings. 

(3) Of the 1 5 drugs outlined in Dr. Shepherd's study, please provide a brief description of 

(a) the drug’s typical pharmacological use (for what conditions it is generally prescribed); 

(b) whether a generic version of the drug exists today; (c) the average cost of the drug in 
the U.S. (please provide the average brand name price and the price for the generic 
version if one exists); and (d> whether 50 dosage units of the drug would be considered a 
“three month supply” under FDA’s application of its own personal use guidance policy. 

(4) Does FDA believe that the present policy, as outlined by the June 29, 2000, 
memorandum, creates a significant opportunity for controlled substance abuse by U.S. 
residents? Has FDA conducted any analysis to attempt to measure the abuse potential of 
this policy? Please discuss any analysis FDA Has undertaken in this regard. 

(5) Does FDA believe that the findings of Dr. Shepherd’s study, which focuses on the 
Laredo, Texas, border crossing, have application to other border cammunities in Texas, 
or in other border states such as California. Arizona, and New Mexico? Does FDA have 
any basis to make such a judgment? 

(6) Are there any age restrictions on those individuals allowed to bring controlled substances 
into the U.S. without a prescription? Under the June 29 memorandum cited above, there 
does not appear to be a specific age limitation involving importation. Committee staff 
was told that many college students travel to Mexico to purchase drugs for “recreational 
use.” Please indicate what the policy is regarding age limits and in which guidance 
documents this is set forth. 

(7) It is my understanding that, under Texas law. controlled substances cannot be brought 
into the State without a valid prescription. Nevertheless, Customs’ guidance policy says 
that, as a general rule. Customs Officers "will not initiate reports of violations to state 
authorities," Does FDA have any formal effort to coordinate such policies with Texas 
officials? If so, please describe them, 

(8) What is the quality of the drugs being purchased in Mexico and brought back into the 
United States? Are they of the same quality drugs manufactured in the United States? 

Do they pose any risks to the U.S. consumer? If so. please explain any analysis FDA may 
have undertaken in this regard and what risks, if any, may be posed. 

(9) It does not appear that FDA or the Customs Service has any formal mechanism to track 
the frequency or the volume of drugs being imported by any individual. Please explain 
how the Customs Service and FDA assess whether present personal use guidance policies 
are being abused by the frequency in which drugs are being imported by U.S. residents. 

Thank you for your cooperation with this request. I ask for your response to these 
questions by no later than Monday, October 30. 2000. If you need any further information, 
please have your staff contact Mr. Christopher Knauerof the Commerce Committee Democratic 
staff at (202) 226-3400. 

/ Sincaely, ^ // 

' RANKING MEMBER 

cc; The Honorable Tom Bliley 

Chairman, Comminee on Commerce 
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July 14, 2000 


OT START 


The Honorable Jane E. Henney, M.D. 
Commissioner 

Food and Drag Administration 
S600 Fishers Lane 
Rockville, Maryland 20857 


Dear Dr. Henney: 

Recently, the House of Representatives adopted two amendments, one by Rep. Crowley 
(D-NY) and one by Rep. Cobum (R-OK), to the Agricultural Appropriations bill which could 
have a profound effect on how the Food and Drag Administration (FDA) protects consumers 
from imported prescription drugs of uncertain safety and effectiveness. I am concerned that these 
amendments could seriously undermine (he Prescription Drug Marketing Act (PDMA), and thus 
adversely affect public health. 

During the 1980's, the House Energy and Commerce Committee conducted a lengthy 
investigation into the foreign drug market that ultimately led to enactment of the PDMA. That 
investigation discovered a potentially dangerous diversion market that prevented effective control 
over the true sources of merchandise in a significant number of cases. The integrity of the 
distribution system was found to be insufficient to prevent the introduction and eventual retail 
sale of substandard, ineffective, or even counterfeit pharmaceuticals. As the resulting Committee 
repoit stated, “pharmaceuticals which have been mislabeled, misbranded, inqwoperly stored or 
shipped, have exceeded their expiration dates, or are bald counterfeits are injected into the 
nafional distribution system for ultimate sale to consumers.” 

The PDMA was designed to restore the integrity and control over the pharmaceutical 
market necessary to eliminate both the actual and potential health and safety problems before 
injury to the consumer could occur. Again, the Committee report was clear on why the PDMA 
was needed: 


“[RJeimported phannaceuticals threaten the public health in two ways. 

First, foreign counterfeits, falsely described as reimported U.S. produced 
drags, have entered the distribution system. Second, proper storage and 
handling of legitimate pharmaceuticals cannot be guaranteed by U.S. law 
oi^e the drugs have left the boundaries of the United States.” 

AlarminglV, 1 find little now that suggests that the problem with misbranded, adulterated, 
or even counterfeituoreign drugs has been solved. 1 reiterated these concerns with respect to the 
Crowley and Coburn amendments (see e^iclosed remarks). In fact, the evidence suggests the 
problem is getting worse. I am concemei^ that in our haste to find a way to bring cheaper drugs 
to seniors an4other needy Americans - a'clearly important and laudable goal - we risk making 
changes to key health and safety laws we (nay later regret, I am thus requesting that you quickly 
provide me with the following informatiot): 
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(1) Please provide a detailed analysis on how (H.R. 4461 and H.R. 3240) would affect 
FDA's present operations regarding efforts to prevent misbranded or potentially 
dangerous drugs from entering the U.S. Specifically, please provide; 

(a) a description of how the present system now used by FDA works; 

(b) what the present system is intended to accomplish; and 

(c) what changes would be required (and the potential effects of those changes) if 
this legislation passes in its present form. 

Please include a discussion of how these amendments would affect the activities 
of other agencies, such as the U.S. Customs Service, with responsibilities for 
assuring the safety of imported prescription drugs. 

(2) Please determine if either of these anrendments would have any effect on FDA's 
ability to enforce good manufacturing practices (GMPs) in any foreign firms that 
ship drugs to the U.S. If so, please explain any potential effect on consumo' 
health and safety. 

(3) Please provide a full description regarding what a "warning letter" is and bow it is 
typically used by the FDA. Please compare this with correspondence that is sent 
by Customs. 

(4) It appears that these amendments would directly affect the ability of FDA to send 
warning letters to consumers that purchase drugs over the Internet. As you know, 
some web sites appear to be covertly linked to foreign drug suppliers. When a 
consumer orders from such a site, it is not always obvious that they are dealing 
with an offshore supplier, and thus a potentially non-FDA approved facility. 

Often, warning letten may be the only indication that the Internet-ordered drugs 
originated from a foreign (and potentially dubious) source. Please indicate how 
this legislation could affect FDA's ability to protect consumers who purchased 
drugs in this way. 

(5) Please detail any other potential effects ihis-legislation could have on FDA’s 
ability to protect consumers from potentially dangerous drugs that originate 
abroad. 

(6) Finally, please provide technical assistance in the form of specific suggestions for 
legislative or regulatory changes that would be needed in order to facilitate the 
safe importation of prescription drugs by individuals, wholesalers, or retailers. 

I would appreciate a full response to this letter by Friday, July 28, 2000. Please do not 

delay. 



Enclosures 

cc: The Honorable Tom Bliley, Chairman 

Committee on Commerce 

The Honorable Donna E. Shalala, Secretary 
Department of Health and Human Services 
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Mr. Cox. Mr. Chairman, I would ask also by unanimous consent 
that we include the letter that we just had discussion on for clarity 
purpose. 

Mr. Upton. Without objection, so ordered. 

[The following was received for the record:] 


Department of Health & Human Services 

Food and Drug Administration 

August 29, 2000 


The Honorable Thomas Bliley 
Chairman, Committee on Commerce 
House of Representatives 
Washington, D.C. 20515-6115 

Dear Mr. Chairman: This letter is in follow-up to a telephone conversation I had 
with Mr. Alan Slobodin, Senior Counsel, of your staff on August 25, 2000. I called 
Mr. Slobodin to advise him that it recently came to our attention that the Food and 
Drug Administration (the Agency) may have inadvertently disclosed documents re- 
lated to a closed grand jury investigation in a document production responsive to 
your letter of August 4, 1998, requesting information about counterfeit bulk drugs. 

Specifically, documents provided to the Committee on the following dates, in- 
cluded documents that may be subject to Rule 6(e) of the Federal Rules of Criminal 
Procedure: October 14, 1998 Boxes 1 and 2; October 29, 1998 Box 3 of 4; December 
29, 1999; January 20, 1999. 

We respectfully request that if the Committee is finished with these documents, 
please return them to the Agency. We will be happy to arrange for a courier to pick 
them up. If the Committee has further need of the documents, we respectfully re- 
quest that you take precautions to not further disclose, make no copies, and advise 
us when you are finished so we may arrange to have them returned to the Agency. 

We apologize for any inconvenience this may have created. Please let us know 
when the Agency may retrieve these documents. 

Sincerely 


Melinda K. Plaisier 
Associate Commissioner for Legislation 


cc: The Honorable John D. Dingell 
Ranking Minority Member 
Committee on Commerce 
House of Representatives 
Mr. Richard Schechter 
Assistant U.S. Attorney 
Department of Justice 


Mr. Upton. Dr. Coburn. 

Mr. Coburn. Thank you, Mr. Chairman. 

Dr. Henney, you have been through a controversial period of time 
where you approved a drug that Mr. Waxman is happy with and 
I am unhappy with, and my purpose is not to berate you in that 
decision, but I have some questions about that process that I think 
are important for the FDA, and implicit in past drug approvals and 
future drug approvals, and I just wanted to ask you some questions 
about that if I might. If you don’t know the answer, that is fine. 
I would like you to get back to me with the answer. 

Also, I sent you a letter on September 6 asking some specific 
questions that I have not heard any answer from, and this was 
prior to the release of that approval. 

The basis of my question is this: With the approval of RU-486, 
it by itself will not accomplish the purpose under which it was ap- 
proved by the FDA. It is a recognized medical fact that it has to 
be used in combination with some other drug with which to do 
that. The other drug that is used in that is a drug that is produced 
by G.D. Searle Company, which they have disallowed and dis- 
avowed that they want that drug used for that. 
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My question to you is: Coming with implicit approval of RU-486, 
will the FDA hold harmless every practitioner in the off-label use 
for Cytotech for every purpose outside of the approved use and 
every other drug that might be utilized in combination with other 
approved drugs, and have you set a precedent which will diminish 
the power of the FDA? 

Ms. Henney. With respect to the treatment plan that you ref- 
erence, Mr. Coburn, Dr. Coburn, I think that the treatment plan 
in order to accomplish the early termination of pregnancy really 
does require the two products; and in that regard we have been en- 
gaged in discussions with Searle about changing the label to reflect 
that treatment plan on the label. 

In terms of 

Mr. Coburn. Could I interrupt you there? Have you ever in the 
history of the FDA gone to a manufacturer when they have ex- 
pressed a desire that they don’t want a label change and rec- 
ommended to them that a label and nonapplication by them be 
changed because the FDA wants a change? Has that ever happened 
before in the history of the Food and Drug Administration? 

Ms. Henney. I don’t know the full history of the Food and Drug 
Administration, so I don’t know the answer to your question. I do 
know that it is quite common in my own field where a drug in and 
of itself is not the whole treatment, but requires the use of many 
other drugs to really complete an effective treatment plan, that 
that has been done in those kinds of situations. And that has been 
done in those kinds of situations. 

Mr. Coburn. But the FDA has, in fact, asked other manufactur- 
ers to change their labeling request to make a treatment plan, and 
that would be your testimony, that the FDA has done that in the 
past? 

Ms. Henney. I don’t know that there has been a formal request 
of that to be reflected on the label. There is certainly an acknowl- 
edgment, as we have approved different products, that they are a 
part of a treatment plan, not effective in and of themselves to the 
degree the treatment plan provides. 

Mr. Coburn. In regards to Cytotec, Searle sent a letter out to all 
practitioners throughout the United States, all providers, stating. 
No. 1, they don’t want this drug used for this, that it’s dangerous 
for this; and in statements made to the press they stated, in fact, 
that this letter was written jointly with the help of the Food and 
Drug Administration. Is that a true statement? 

Ms. Henney. I think there are two issues there. There were es- 
sentially two letters in question. One — and we certainly were very 
much engaged with their writing of the language in the letter that 
tells practitioners and women really that if they are taking 
Cytotech and wish to remain pregnant, that there are side effects 
potentially of birth defects. 

However, for the termination of pregnancy, that is a different 
issue and a different letter under question. And we have asked for 
revision of that, because it is different than what the company im- 
plies and states on its label in other parts of the world. 

Mr. Coburn. In fact, under the label requirements, even the IND 
and the NDA that was done with Cytotec in this country we have 
no label request and no indication for the procedure under which 
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this drug indirectly has been approved by the FDA in conjunction 
with RU-486; is that correct? 

Ms. Henney. What are you talking about here? 

Mr. Coburn. I’m talking under the jurisdiction — you don’t have 
jurisdiction outside of this country in terms of labeling. You have 
jurisdiction in this country. 

I’m talking about the letter that they sent — I’d like to introduce 
this into the record — August 23 , which they claim was written in 
part with the help of the Food and Drug Administration. 

So my question is, it really doesn’t have anything to do with RU- 
486 and Cytotec. The fact is, I see a prostitution of the process of 
the Food and Drug Administration that undermines your ability in 
the future to ever counter a claim for any drug company that wants 
a liability claim on off-label using, because in fact the Food and 
Drug Administration, with its approval of RU-486, has implicitly 
approved a drug for which the drug manufacturer doesn’t want it 
approved, has stated they don’t want it approved, and you helped 
write a letter that helped them say that. 

So my question is, is this all about posturing for liability so that 
Searle is not sued, and all the liability for using this drug now stat- 
ed, that should never be used for pregnant women or for abortion, 
is that to shift all the liability to the practitioner? 

In other words, I don’t understand why we would not have ap- 
proved this drug as a true drug regimen and done it in a way that 
does not dilute the future potential of activity for the FDA to con- 
trol drugs. And it seems to me that we’ve diluted your capability 
precedent for future actions on other off-label drugs because you’ve 
implied, I believe, that it’s okay to use this drug for this procedure. 

Is that a fair statement or an unfair statement? 

Ms. Henney. We have said that the treatment plan — we have 
approved the drug as a part of a treatment plan. I think with re- 
spect to the matter of helping in terms of drafting of that par- 
ticular letter, I think we might question that. Our real assistance 
came in an earlier letter. 

Mr. Coburn. So let me make sure I understand this. 

The FDA did not assist Searle in this letter to practitioners stat- 
ing that they do not want Cytotec used for both the induction of 
labor or as a use of a second drug combination as an abortive fash- 
ion. 

Ms. Henney. It was really for the use of this, if a woman desired 
to remain pregnant. It was not for its use as an abortive agent. 

Mr. Coburn. But I’m talking about this letter. There is no assist- 
ance by the FDA with G.D. Searle Company in developing this let- 
ter that went to every practitioner in the United States disavowing 
the utilization of Cytotec, the second component in a medical abor- 
tion, that they did not want, should not be used, it is dangerous 
to be used in that manner. That is the manufacturer of this prod- 
uct saying that, and the FDA had no part in the formulating or 
drafting of this letter. 

Ms. Henney. We had a part in the formulating and drafting of 
the letter that essentially warned health practitioners and patients 
if Cytotec was used and a woman desired to remain pregnant that 
she would be at risk of severe birth defects. That is the part of the 
letter that we assisted in. 
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Mr. Coburn. Fine. Thank you. 

I’d like to submit with unanimous consent this letter from Searle, 
as well as statements from the press relating to FDA’s concerted 
help in writing this letter. I’m not sure we have a full explanation 
of why the FDA would have been involved in this. 

The other thing that concerns me — and I would make this note 
in the record for the future, and I think it’s very important — FDA 
has to be the final approver on medical uses and labeling for drugs, 
and I believe that that process has been bastardized with this let- 
ter and with the use of Cytotec in conjunction with this. 

We need to make sure that we preserve FDA’s power, and I be- 
lieve a precedent has been set with this because we now have the 
Food and Drug Administration asking a manufacturer to allow a 
drug to be used off-label by their implicit approval of another two 
drug combinations when, in fact, the manufacturer doesn’t want 
any part of it and doesn’t want the liability associated with it. 

The second point I would make is because this has happened, 
any practitioner who uses Cytotec to perform a medical abortion, 
if there is any complication, Searle is off the hook, and the maker 
of RU-486 is off the hook, but the practitioner isn’t. So what we 
have done is shifted responsibility from those that should be to 
those that are carrying out what is recommended by the Food and 
Drug Administration as a proved policy of terminating lives in this 
country and doing so in a manner that shifts the liability away 
from those that should have it. 

With that, I thank the chairman for allowing me to participate. 

Mr. Upton. The documents, without objection, are included as 
part of the record. 

[The following was received for the record:] 

SEARLE 


IMPOmANT CRUGWAPlKIINO 
CONCeRNING UNAPPROVmO UEE OF INTRAVAGIHAL 
OR ORAL MISOPROSTOL IN PREONANT WOMEN 
FOR induction of LABOR OR ABORTTION 

August 23, 2000 Re: Cytotec* (tnsopioatoQ 

Dear Healtn Care Practitioner. 

The puRsoae at tliis tetter is to remind you that Cytotec admlnistrefion by eity toute It 
centrsiridlcBted in woinen who ate pregnant because it can cause abortion. Cytotae is 
not approved tor ttw inouetion at labor or abortion. 

Cytotec is indicated for th« preventloo of NSAD Ironsteroidiil aMUonammstoiy drugs, 
including aspiiln)-induoed gaslhc ulcers In patients M high risk of complications from gallic 
ufcer, e.g., fhe doerty and patiems wHh eoneomitsni deb«itBtlnB disMse, ea well aa pebants 
al high risk ol devetopha gastric ulceration, auch as patiente with a hWoty of ulcer. 

The utarotonlo effect of Cyiotec is an nherem property of prcsrteglancJIn Ei (POEi), Of which 
Cytotec Is a stable, orally activs, synthotic analog. Searle has bOMma aware of soma 
insiances whara Cytotec. outside of Its approved indication, waa used as a cervical npaning 
agent prior to termination of pregnancy, or for inouetion el tebor, In spite of tha speeWc 
ceniraindicatlorrs to l» use during pregnancy. 


SIM Ovft OtCMtal (lAME 

letiMsC 

FaI IBb?} 
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Svrlousi 4dv*rse events reportad follaw)ng otf-lebei use of Cytotec ^ pregrtent women 
include maternal cr tetal death; uterine hyperetimulafion, njptgro or pertoreiion reqiiT^ 
uterine surgical repair, hyTsiefecionrry or salplngo-oophonsctomy; amnlotic fluW tntboUsm; 
severe vaginal bleeding, retained piacer^a, shock, fetel bradycardia and pelvic palrt. 

Searte has not cooducted research concerning the use of Cytotec for cervical ripening prior 
tc torminatlon of pregnancy or for Induction a1 labor, nor does Seoria Intend to study or 
support these uses. Th,erefc^e. Saarle 1$ unatsle to piovida complete risk information lor 
C)kotec when It te used lor sijch purposes. In add tiun to tha known and, unknown acute 
risks to the mother and fetus, the effect of Cytotec on the iater growth, development and 
luncUonal maturation of the child Wher Cytotec « used for Induction of labor or cervical 
ripening has not been esiebiished, 

SaariB promerras the use of Cytotec enty lor Its aoproved indication. Please read the 
enclosed updated complete Prescribing Information tor Cytotec. 

Further information may be obtained by calling 1 •600-323-4204. 






Michael Cuileh, MD 
Medical Director, U.E. 
Searle 




BIOETHICS & SCIENCE 

«S MISOPROSTOL; SEARLE WARNS AGAINST USE IN PREGNANT WOMEN 
G.O. Searle Co, has warned doctors in an Aug. 23 letter not 
to prescribe its gastric ulcer treatment Cytotec, also known as 
misoprostol, to pregnant women forttie "unapproved use of ... 
induction of labor or abortion,’ HeafthNews Daily reports. The 
announcement comes with the approaching FDA approvai for the 
abortion pill RU-486, or mifepristone. RU>486 calls for a 
regimen of 600 mg mifepristone, followed by 400 meg of 
misoprostol, but Searle 'distances itself from the connection 
between the two drugs. While Searle admits the inherent 
"uterotonic effect" of Cytotec, the cofnpany maintains that 
"administration [of the drug] by any route is contraindicated in 
women who are pregnant because it can cause abortion." According 
to (he company's letter, drafted Jointly With the FDA, Searle has 
"become aware of some instances where Cytotec ... was used as a 
cervical ripening agent prior to the termination of pregnancy, or 
for the induction of labor,” adding that.it will not conduct 
trials to test Cytotec as an abortifacient. The letter also 
lists the drug's possible side effects rf uised in pregnant women 
- including maternal or fetal death, uterine hyperstimulation, 
rupture or perforatjon requiring uterind surgical repair, 
hysterectomy or salpingo-oophorectorny, amniotic fluid embolism, 
severe vaginal Ueeding, retained placenta, shock, fetal 
bradycardia and pelvic pain. AlthougNthe FDA may ask Searle to 
alter Cytotec labeling to lift the contraindication for use in 
pregnant women as part of the RU-486 ‘review, the compan/s letter 
indicates that it may oppose such a change (Health News Daily, 

8/28). 
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Mr. Upton. Mr. Burr. 

Mr. Burr. Thank you, Mr. Chairman. 

Commissioner, share with me, if you will, why it has taken 3 
years since FDAMA was passed for us to write the final regs as it 
relates to foreign establishments whose products are imported or 
offered for import in the United States. 

Ms. Henney. Mr. Burr, I think that there were probably two fac- 
tors in its taking 3 years to get this particular regulation out. 

The first was that we worked on those matters within the FDA 
Modernization Act that actually has statutory deadlines or require- 
ments first, and they were given first priority. I would note that 
we have met nearly 100 percent all of those requirements and re- 
quests that are embodied in that law. 

Second, we were given no additional appropriations as we were 
expected to undertake all that is involved in rulemaking. So there 
were no additional appropriations provided when the FDA Mod- 
ernization Act passed, so we worked on our — the priority issues 
first under constrained resources, and it has taken some time for 
us to get this out. 

Mr. Burr. Could this committee expect that any change in our 
importation or reimportation guidelines in this country would take 
a similar amount of time, 3 years or longer, to fully implement the 
regs and the guidelines for that? 

Ms. Henney. I would hope not. Because we do place a strong pri- 
ority on this effort. But I have mentioned earlier, throughout the 
course of this hearing, that we have to prioritize by risk and we 
have to prioritize by resources. 

Mr. Burr. I think you clarified a lot today, and my under- 
standing, and I think the record will show, that the FDA is sup- 
portive of a standard that is consistent with section 505, that these 
drugs must meet. 

Mr. Waxman raised a question about labeling, and I would in 
fact point you toward section 505. And I will just be general in my 
statement, but section 505 requires that any manufacturer file an 
NDA. And in that NDA they list those facilities that that specific 
drug would be made in. And the labeling is determined off of that 
NDA and in compliance with section 505. For anybody to suggest 
that there might be an additional labeling issue would be for them 
to not have an intention to use section 505 as a guideline. Would 
you agree? 

Ms. Henney. I don’t know that they would have an intention, 
but yes, they would have to be given some sort of permission or ac- 
cess. 

Mr. Burr. Section 505 is very specific as it relates to labeling 
and the requirement for an NDA and the requirement to list the 
facilities where one would manufacture a drug, correct? 

Ms. Henney. You are absolutely correct. 

Mr. Burr. You would expect that to also be a guideline that you 
would follow as it related to reimportation or importation changes 
that might be considered by this Congress? 

Ms. Henney. Yes, there would have to be congruency between 
those two things. 

Mr. Burr. Let me go to Mr. Kelly because he is Customs. 
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Your folks are on the border. I mean, even General Maher said 
in her testimony there are also drugs that are manufactured in 
whole or in part in unauthorized factories or facilities and then 
shipped with the complicity of the authorized manufacturers under 
its name and trademark — in other words, manufacturers in cahoots 
with manufacturing outside of the stream of an NDA-named facil- 
ity. 

How do you catch that? 

Mr. Kelly. With great difficulty. 

Mr. Burr. It is not an expiration date now. It is the correct pa- 
perwork; it is the manufacturer’s logo; it is everything imprinted — 
the color of the pill is right. How do you catch it? 

Mr. Kelly. As I said, with great difficulty. We need direction, we 
need to work closely with the FDA to get — we are looking for some 
national standards now from them to address a lot of these issues. 

Mr. Burr. It is tough, isn’t it? You can say that. We understand 
the job that we have got, you are doing. And we understand that 
as pharmaceuticals become more global, which they are in fact, the 
challenges that we place on Customs are that much greater. 

Now, the natural question that I have to ask is, what is your job 
going to be like if we allow this new importation and reimportation 
to exist? How much have we strained your ability for your Customs 
agents to determine the difference between real and fake, adulter- 
ated and nonadulterated? 

Mr. Kelly. Well, it clearly will be strained, to what extent we 
simply don’t know. We don’t know what the volume is. We don’t 
know what the complexity of these shipments will be. 

Mr. Burr. Let me ask General Maher. 

Currently, if a U.S. manufacturer manufactures a product and it 
goes into the consumer stream, they are liable, even if the FDA has 
approved the safety of, the efficacy of the good manufacturing proc- 
ess, everything is followed; if in fact they have a contaminated 
product, they are liable. I mean, they will be sued and somebody 
will win. 

Let me ask you, based upon the reimportation language that is 
out there, if a U.S. manufacturer manufactures in this country for 
export, it gets out of their chain of control — which everybody’s testi- 
mony said happens today — it is stored improperly, it is not tem- 
perature controlled, it is not humidity controlled, the active ingre- 
dient doesn’t work because of the storage. 

It is reimported back into the country to a wholesaler or phar- 
macist, it is administered to a patient and their heart medication 
does not work and they die. Who is liable? Is the original manufac- 
turer liable? 

Ms. Maher. I don’t know that I could give you a legal opinion 
on that, based on the statute. 

Mr. Burr. Is that not an important question we get an answer 
to before we head into this world of saying we will take all drugs 
from around the world whether they are manufactured in the facil- 
ity, whether they are stored in the warehouse, whether the manu- 
facturer has been able to maintain that chain of control; as long as 
we think that it’s not contaminated or that it has been made in a 
facility under section 505, approved, we will take it back in. Are 
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we taking a great risk and aren’t we holding private sector compa- 
nies in this country liable for tremendous exposure? 

Ms. Maher. As I understand it, that is one of the reasons the 
Jeffords bill, in the version that I reviewed, requires, or will re- 
quire, the Secretary to issue regulations that would establish a 
pedigree. 

Mr. Burr. We do require the Secretary to authorize the process. 
We authorize the Food and Drug Administration today to approve 
the safety and the efficacy of every pharmaceutical in our market- 
place. But that authorization, that approval, that good stamp of ap- 
proval from the FDA does not lift liability from the manufacturers, 
does it? 

Ms. Maher. I am not suggesting that it would lift the liability. 
I am suggesting that it would help to identify who is in the chain 
of custody of the product. 

Mr. Burr. And what Mr. Kelly and what you and what the Com- 
missioner have told us today is, we have a serious problem today 
with counterfeit, adulterated drugs. 

Now we are going to open it up to a whole new world, the popu- 
lation is going to get that much bigger, and I only ask you to look 
at that one piece and tell me whether I am wrong that for a manu- 
facturer of pharmaceutical products in the United States of Amer- 
ica who manufactures with the intention of export, and somewhere 
in the chain of where that drug goes, it is stored improperly, it be- 
comes contaminated for whatever reason, we have not done any- 
thing in the language currently debated that would lift the liability 
from that original manufacturer, have we? 

Ms. Maher. I haven’t seen anything expressly in the bill that 
would do that. 

Mr. Burr. I have not either. I would hope that is one of the areas 
we begin to look at and ask ourselves, in fact, is this fair? 

Commissioner, would you agree from my earlier set of questions, 
that any reimportation or importation of a patented drug without 
the consent of the manufacturer is in fact against U.S. law? 

Ms. Henney. Today, yes. 

Mr. Burr. And is there anything in the proposed legislation that 
changes U.S. Code for patent protection of any manufacturer 
whether they are drug manufacturers or whether they are software 
manufacturers? 

Ms. Henney. Not that I am aware of. 

Mr. Burr. So even under the current reimportation language, it 
would have to be the interpretation of whatever department of the 
Federal Government — hopefully, it is Justice, some area of Jus- 
tice — that they would look at it and say, it is still against the law 
to reimport against the consent of a manufacturer under patent 
protection. 

So in fact we have done nothing unless we address in legislation 
the ability to get around patent law in this country. 

Would that be a direct statement to General Maher or to the 
Commissioner? 

Ms. Henney. I would think that would be one issue that would 
clearly have to be worked through. 

Mr. Burr. Would you also agree that — would you also agree, it 
puts us in great jeopardy as it relates to our negotiations for har- 
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monization with the EU on a drug standard, if in fact we get away 
from the gold standard we have always had, which is section 505? 

Ms. Henney. I don’t know that the legislation under consider- 
ation would truly get us away from that standard. 

Mr. Burr. As long as we stick to 505, we are okay, we are on 
sound ground. But any movement away from section 505 is the 
standard that we use for a sign-off that something is safe and effec- 
tive to come back into this country would, in fact, put us in great 
jeopardy with our trade negotiators on harmonization of drug ap- 
provals between the EU and the United States of America where 
we, for 3 or 4 years now, cannot find agreement. 

Ms. Henney. Mr. Burr, I am going to ask your indulgence in pro- 
viding a fuller answer to your question for the record. We clearly 
have been involved in nearly a 10-year discussion in terms of our 
international harmonization efforts with not only the EU, but 
Japan and others, about harmonizing what we see in terms of our 
review documents. And the standard that we expect at the end for 
us, a standard of approval, may still be different than other coun- 
tries; but we have never abandoned that standard in all of those 
discussions. 

But I really would appreciate the privilege of providing a full an- 
swer for the record. 

[The following was received for the record:] 

We do not believe the Medicine Equity and Drug Safety Act of 2000 (section 745 
of P.L. 106387) would compromise the approval standard in Section 505 of the 
FD&C Act. Drugs allowed into the U.S. under this legislation are expected to al- 
ready have been approved by FDA. Therefore, we do not expect any impact on MRA 
negotiations. 

Mr. Burr. I would appreciate that, because I hope that given the 
interaction that members of this committee have had with the FDA 
relative to this issue, that our understanding is still the same and 
that we would hold fast to the gold standard in any harmonization 
negotiations that we might go through, either with the EU or with 
other countries. 

Mr. Chairman, I am happy to yield back the balance of my time. 
I want once again to thank our witnesses. I hope they understand 
that not only are we here to look at the counterfeit problem and 
to be as helpful as we possibly can be as a committee and as a Con- 
gress; we are also here to make sure that any steps that we might 
make don’t contribute to the problem that we have. 

And I think clearly there are questions that exist, some of which 
we have gotten answers to today; and I thank our witnesses for 
that. But clearly there are many more areas than the authors of 
this legislation on reimportation have thought of that are affected 
by what we do; and I hope for once we will slow down, we will work 
with an agency that up till this point in its history has never bro- 
ken from the gold standard that it set. 

Certainly there is a list of former commissioners of the FDA who 
have raised questions about what we might be getting ready to do, 
and I would like to quote one in concluding. It is a letter dated July 
17, 2000, to the Senate Majority Leader, Trent Lott, Tom Daschle 
from former FDA Commissioner Goyan, and I quote, “Even with 
my background and training, based upon physical inspection alone, 
I can’t tell the difference between an authentic drug that has been 
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properly stored and handled, an authentic drug that has not been 
properly stored and handled, and a counterfeit medicine that looks 
exactly like the real medicine that it copies. 

“How are the Customs Service agents at entry points along our 
borders with Mexico or at one of our Great Lakes ports going to 
tell the difference?” 

I think that best sums up the challenge that you have got, Mr. 
Kelly, but it best sums up the reason that we should slow down 
and do it right and work in a partnership and not a political vacu- 
um. 

I yield back. 

Mr. Upton. I appreciate the gentleman yielding back the balance 
of his time. I just note for the record, I wasn’t intending to go to 
a third round. 

Mr. Burr. I had confidence you weren’t. 

Mr. Upton. Mr. Strickland. 

Mr. Strickland. Thank you, Mr. Chairman. 

Dr. Henney, I find myself generally sympathetic with whatever 
we can do to lower the price of drugs for American consumers who, 
I think, are getting gouged with these high prices. Having said 
that, I think it is terribly important that we make sure that what- 
ever we do protects the American consumer and the American pub- 
lic. 

In that regard, I understand this letter from Representative Din- 
gell has been placed into the record; and having read this letter, 
I am concerned that it appears that there is a major problem, at 
least along the Mexican border, where substances that probably 
should not be available to certain individuals are being permitted 
into the country in significant quantities. By that I mean, I think 
that ought to be a major concern for us. 

What I would like to ask you is, can we expect an answer to the 
issues raised in this letter made available to this committee within, 
say, 2 weeks? Is that a reasonable thing to request of you? 

Ms. Henney. We will make every effort, Mr. Strickland, to re- 
spond within 2 weeks. I would say that the investigators or the fac- 
ulty members that Mr. Dingell cites within the letter, that have 
done at least a preliminary study on this issue, we actually had in- 
vited to come in to talk to the whole leadership group of the Agency 
about their findings so that we might explore not only what they 
found, but if there are any other projects, that we might work on 
them — work with them on. 

So I think that we are very sympathetic to this issue, particu- 
larly as it relates to the personal importation policy, and we want 
to find out everything that they have found out in terms of their 
study and evaluation of the Mexican border. 

Mr. Strickland. For example, they indicate that on a particular 
day, 11,000 Valium tablets were brought into the country. Having 
worked in health care settings, I know how devastating access to 
that kind of drug can be if it isn’t appropriately monitored by a 
physician. 

And I also understand that every study has particular meth- 
odologies and perhaps certain assumptions that need to be looked 
at and evaluated to make sure that it is a credible study. But I 
think these are very, very serious findings that are outlined in this 
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letter, and it seems that it would be really helpful if we could have 
a response from you, and this committee could know what your 
findings and what your conclusions are regarding these particular 
allegations. 

Ms. Henney. Well, I think that they are very interesting find- 
ings, not only of the controlled substances that may be being 
brought in under personal importation that have unique issues, but 
also that it is not just seniors that are going into Canada — and not 
just Canada from their study, but Mexico from this study — but it 
is really much younger people who are seeking these medications 
as well. So that is why we really want to look in depth as at what 
is being found. 

Mr. Strickland. Just one more question. Is it reasonable for us 
to expect you will sit down, or your office will sit down, with Cus- 
toms and try to work together to try to make sure that these issues 
are resolved? 

Ms. Henney. We intend to sit down not only with Customs, but 
with DEA. We do have a policy that harmonizes; sometimes, in op- 
eration, it is not interpreted as consistently as it might be. So we 
want to undergird our understanding about how personal importa- 
tion, as it relates to scheduled products, really is to work. And cer- 
tainly we want to share with them the findings of the study. 

Mr. Strickland. Thank you. 

Thank you, Mr. Chairman. No further questions. 

Mr. Upton. Mr. Bryant. 

Mr. Bryant. Thank you, Mr. Chairman for this second round. 

Ms. Maher, let me ask you, you know, so often we hear stories — 
probably countless stories — about how people in developed coun- 
tries and underdeveloped countries, taking medication, experience 
problems with drugs that don’t work or drugs that do them harm. 
And realistically we just don’t have that over here in the United 
States very often. 

I am wondering, as we look at changing the policy rather dra- 
matically that would allow potential reimportation of potentially 
dangerous counterfeit drugs — whatever, the whole gamut of bad 
things that can happen in this country — it is not unrealistic that 
we could see some people that are injured, some people that die as 
a result of this. And I know that is not the intent of Congress. We 
want to have drugs that are, I guess, more affordable, whatever. 
I assume that is the logic behind this. I know I certainly do, but 
again not at the risk of having people die. 

Is the Department of Justice — in terms of the current resources 
you have available, is the Department of Justice that would handle 
the actual prosecution of these cases that are made by Customs 
and made by the FDA-OCI folks, are you, with the resources you 
have now, ready to handle this potential from a legal standpoint? 

Ms. Maher. Well, we are certainly ready, willing and able to 
prosecute cases involving counterfeit pharmaceuticals. And if, as a 
result of a new reimportation law, there were to be an increase in 
those right now, we don’t anticipate an inability to prosecute cases. 
So we are prepared to bring cases that are referred to us involving 
counterfeit drugs. 

I think it is the counterfeit drugs that you are referring to that 
cause harm to those who consume them. Whether they are in the 
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United States or in some developing country, they are drugs that 
are other than what they purport to be. 

Mr. Bryant. I think it almost goes without saying if this law is 
changed, there will be an increase in the importation of drugs now; 
and how many of those are counterfeit and defective or whatever 
are yet to be determined. And there was fear of that at one point; 
that is why the law was passed as it is. And certainly I think we 
all understand that the real deterrent to this type of conduct ulti- 
mately is the fear of prosecution of getting caught and then being 
prosecuted to the full force of the law. 

Ms. Maher. These are very resource-intensive prosecutions to 
bring, and that is why some of the suggestions that were contained 
in our written testimony are things that we believe would make 
these prosecutions easier and less time-consuming and resource in- 
tensive. 

Mr. Bryant. Dr. Henney, I also practiced law, and I was a civil 
defense lawyer and defended medical health care providers’ mal- 
practice cases, and realistic enough to know — Dr. Coburn kind of 
woke me up on this. I had expressed some concerns about the ap- 
proval of RU-486, but I would like to follow up on some of the ques- 
tions he had — not as a doctor. I am not a physician like you or he 
are; I am a lawyer. And know just enough about medicine to be 
fairly dangerous to myself. 

But help me out on the FDA approach here. Is — as I understand, 
this is kind of a two-phase — the first phase is one drug followed up 
by second-phase drug that Dr. Coburn was alluding to quite a bit. 

Now, is this first drug — and I know it has a specific name, is it — 
where is it going to be manufactured, inside the country of the 
United States or is it going to be outside? 

Ms. Henney. Mr. Bryant, there are two drugs involved in this. 
The first is misoprostol. That is the drug that we announced the 
approval of last Thursday; and then following that, on the third 
day misoprostol is taken. That combination in a treatment plan es- 
sentially is the combination that results in early termination of 
pregnancy. We have at the FDA made the determination that we 
will keep the manufacturing site of this particular product con- 
fidential for two reasons. 

Mr. Bryant. Let me stop there. I think I understand some of the 
politics involved and some of the economic issues involved. Are the 
two drugs you refer to, is that first and second phase? Because I 
am looking — where does Dr. Coburn’s Searle product come in? 

Ms. Henney. Day three, that is the second drug. 

Mr. Bryant. So we know who manufactures or who handles the 
second product, potentially. But the first one, you are saying you 
cannot tell this committee whether that product — I am not asking, 
where specifically is it made, other than is it in this country or out 
of the country; because I am concerned that — I believe if drugs are 
manufactured in this country generally what the FDA does have, 
I guess, is some authority over that and some inspection occasion- 
ally of the processes to ensure that there is quality control. I don’t 
have that same confidence that the FDA has that for any kind of 
drug that is manufactured out of this country. 
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So is it fair to say — let me ask it this way: Is it fair to say that 
the FDA will have some process or some inspection or some ability 
to judge the quality of this product and its manufacturing process? 

Ms. Henney. Mr. Bryant, let me assure you that this product 
had to go through every step of approval that any drug does ap- 
proved by the FDA. And that includes the preapproval inspection 
of all of the processes of manufacture and making that drug. And 
this drug met that at its manufacturing sites. 

Mr. Bryant. You are not prepared to tell this committee if the 
manufacturing is outside the country or inside the country? 

Ms. Henney. No, I am not. 

Mr. Bryant. The second phase that Dr. Coburn questioned, 
again from a liability standpoint, does the FDA by asking — let’s 
again use Searle as an example. There may be other conditions 
that would be involved that could have their particular drug used 
off-label, I think is the terminology. Does the FDA, by approving 
this entire process, believe it is affording protection from liability 
to companies like Searle who are involved in that second process 
either willingly or unwillingly? 

Ms. Henney. Mr. Bryant, as you alluded to, I am a doctor and 
not a lawyer. So I don’t know the full answer to that question. But 
we will try to provide a response to you for the record. 

Mr. Bryant. In simple terms, is this the first time to your knowl- 
edge that the FDA has ever asked a company such as Searle to, 
in effect, relabel a product, say. You can use it really for other 
issues beyond what we say? 

Ms. Henney. As you know, the FDA has been around for 100 
years, and we have been approving products for probably some 50 
years. And I just simply don’t know the answer to that question. 

Mr. Bryant. So from your knowledge, you just don’t know? 

Ms. Henney. I don’t know. 

Mr. Bryant. When you are questioning your attorneys, what 
would be the liability effect of that? Would you anticipate that 
Searle, for example, again would have to go back and begin a re- 
testing process for themselves, verify that this is a safe, effective 
use of their product? 

I assume they have done that for the reason the product is used 
for now, but with you asking them to label it to another use, 
wouldn’t you think they would be wise to at least go back and test 
it themselves? Or are you providing — is FDA providing them liabil- 
ity from that? 

Ms. Henney. Mr. Bryant, certainly not liability, but the basis of 
the test, the clinical trials and specifics under question involve this 
product both at clinical trials that were part of this submission 
from the U.S. and France. So we would rely on that information. 

Mr. Bryant. Would you also — and I assume you will have access 
to this record; if some of my questions maybe are discombobulated, 
you can determine where I am going about the liability issues. 

Would you also give us the opinion of your attorneys, I guess, at 
FDA in terms of the liability for doctors? 

I guess the point he concluded with, even — I am not sure I dis- 
agree with Dr. Coburn — is that what appears to be an effort — there 
appears to be an effort by FDA to protect the manufacturer of 
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phase one drugs, as well as what I call the phase two drugs. That 
is my wording. And in the end, things do go wrong. 

You know, the history that I have read about overseas is — ^you 
know, has been pretty good; all that counts. But things do happen 
and things will happen; and in those instances, you know, people 
look around for deep pockets. And I am wondering if all that is 
going to be left out there that could provide some compensation for 
an injured plaintiff would be the doctors. Dr. Coburn seems to 
think that. I am not sure that is right, to burden their backs, and — 
when they are trying to do the right thing, and have you, FDA, out 
there working with the drug companies to maybe to give them im- 
munity. 

I don’t know how it will all play out, but could you maybe check 
and give us a response, your attorney’s best guess on that? 

Ms. Henney. We will try to the best of our ability to give you 
a response to that. 

[The following was received for the record:] 

Under the approved treatment regimen, misoprostol is administered on day three 
to help stimulate uterine contractions. This use of misoprostol is contained in the 
approved labeling of mifepristone. It is based on the clinical trials for the regimen 
of the two drugs, which FDA found to be safe and effective for the termination of 
early pregnancy. FDA does not address liability issues, either for manufacturers or 
for physicians, in its approval decisions. 

Mr. Bryant. Thank you. 

Mr. Upton. Thank you. I might announce the intent — a vote has 
been called. I have got a couple of questions that I know I am not 
going to get through, so I am going to submit those in writing. I 
am going to ask one or two questions before the next bell rings. 
And then we will release you all, this panel, we will go vote and 
probably start the second panel at about 1:15 when we get back. 

Dr. Henney, I was very concerned about how FDA handles crimi- 
nal investigative information; and my question, which I understand 
your staff, was briefed about last week regards how the FDA in 
fact handles these investigative leads. 

I am going to ask unanimous consent that this internal e-mail 
from the FDA’s Office of Criminal Investigations be entered into 
the record. This is an e-mail that was dated January 7, 1997, con- 
cerning bulk counterfeit issues, and according to the e-mail, FDA 
received information from its counterpart in Australia, called the 
Therapeutic Goods Administration, TGA. The information was that 
the TGA had obtained evidence of a delivery of bulk drug material 
manufactured in India, supplied to a pharmaceutical manufacturer 
in Australia, which had been partially substituted with sugar 
milled to the same size as the bulk drug; and the substitution in- 
volved three of ten containers in the delivery. 

TGA further determined that the inferior grade active pharma- 
ceutical ingredients were being placed in the bottom of the con- 
tainers or in every third or fourth drum. Apparently, the firms in- 
volved have access to sophisticated packaging activity that may 
even co-opt employees in the process. 

According to the e-mail, the FDA agent was going to contact the 
TGA, obtain all the pertinent information. The only other informa- 
tion besides the e-mail was a handwritten note on the e-mail indi- 
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eating the name of the Indian firm and that the FDA had a record 
of two import entries, one in 1994, but none in 1995 through 1997. 

However, the committee’s investigation shows that this Indian 
firm had been inspected twice by the FDA up to that time and that 
the U.S. in fact was its primary export market. And, in addition, 
the committee has not received any other documents or informa- 
tion, whether the FDA ever pursued this matter. And I don’t be- 
lieve that the matter had been — even amounted to a preliminary 
inquiry by the Office of Criminal Investigations, based on the 
FDA’s June 2 letter to Chairman Bliley. 

Do you have any information for the committee on whether or 
not the investigative lead was ever pursued further with the Aus- 
tralians? If so, what happened; and if not, why not? And does the 
Office of Criminal Investigations close the matter because they re- 
lied totally on FDA’s information on the import data system? 

Ms. Henney. Mr. Chairman, I would want to give a full response 
to your question for the record. I do know that we have a very 
strong and good working relationship through our counterparts in 
Australia. And I do know that we did some tracking on this par- 
ticular issue, but I would like to outline that in full detail, if I 
could, for the record. 

Mr. Upton. Okay. We will allow you to do that. 

[The following was received for the record:] 

The OCI e-mail dated January 7, 1997, concerned information provided to OCI by 
FDA’s Forensic Chemistry Center (FCC). FCC was passing information to OCI that 
they received from the Medicines Control Agency (MCA) of Britain. MCA was made 
aware of the information in December 1996 during a Pharmaceutical Inspection 
Convention where the Therapeutic Goods Administration of Australia made a pres- 
entation. Other FDA personnel attended this convention. The information concerned 
a delivery of sulfamethoxazole raw material manufactured in India and supplied to 
Australia, which had been partially substituted with sugar milled to the same size 
as sulfamethoxazole. 

At the time, a query was made by OCI to determine if the company had imported 
product to the U.S. That inquiry determined that there was no record of entries by 
the company for the years 1995, 1996 or 1997. OCI did not open an investigation 
because there was no criminal violation to pursue. The information regarding the 
incident was maintained and regulatory offices in FDA were aware of the situation. 

Mr. Upton. We appreciate your testimony, all three of you, as 
you are now, as they say, “saved by the bell.” 

We will come back at about 1:15. 

[Brief recess.] 

Mr. Upton. Our next panel really includes only Nikki Mehringer, 
who is the Area Quality Control Leader at Eli Lilly. 

Thanks so much for being patient and waiting. I hope you had 
something to eat, or else a late breakfast. As you know, the rules 
in the subcommittee — we always have the tradition of taking testi- 
mony under oath. Do you have any problem with that? 

Ms. Mehringer. No problem. 

Mr. Upton. Do you wish to be represented by counsel? 

Ms. Mehringer. No. 

[Witness sworn.] 

Mr. Upton. You are now under oath. Your testimony is made 
part of the record in its entirety, and if you can limit your remarks 
to about 5 minutes, that would be terrific. 

And the time is now yours. Thank you. 
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TESTIMONY OF NIKKI MEHRINGER, AREA QUALITY CONTROL 
LEADER, ELI LILLY 

Ms. Mehringer. Thank you, Mr. Chairman, members of the 
committee. Thank you very much for this opportunity to talk with 
the committee about matters of importance concerning safety and 
quality. 

I am a registered pharmacist, I am a quality control professional, 
and I am a consumer, I am a voter, I am a wife, and I am a moth- 
er; and the testimony I will give today will reflect my experiences 
in each of these roles. 

We have talked a lot this morning about counterfeit, and about 
people who might want to use changes in the laws and regulations 
of this country to their advantage. I want to talk about other possi- 
bilities that may happen when people who want to follow laws, as 
they may be changed under the provisions, and still lead to in- 
creased risk for American patients. 

Let me explain for a few moments the duties of a quality control 
professional at a pharmaceutical manufacturer. The current good 
manufacturing practices for finished pharmaceuticals, we have 
heard about them this morning. They are part of the code of Fed- 
eral regulations; they are the book by which I do my job, by which 
I live, b^y which I am inspected by the FDA. 

I want to read just a few fascinating points from this to you. The 
second paragraph of the GNP states, “The failure to comply with 
any regulation set forth in this part and in parts 211 through 226 
of this chapter in the manufacture, processing, packing or holding 
of a drug shall render such drug to be adulterated under section 
501(a)(2)(B) of the act, and such drug, as well as the person who 
is responsible for the failure to comply, should be subject to regu- 
latory action.” 

This is very important. This is one of the first things we teach 
people when they come to work in our industry. What this says is, 
if you don’t follow any of these rules, the drug product you have 
manufactured is adulterated, under law. If it is under your control, 
you shall reject it. If it is on the market, you shall recall it. It 
doesn’t matter what the test results were; we do not test quality, 
we build it in through this system. 

One more paragraph, “Responsibilities of the Quality Control 
Unit: There shall be a quality control unit that shall have the re- 
sponsibility and authority to approve or reject all components, drug 
product containers, closures, in-process materials, packaging, term 
labeling and drug products and the authority to review production 
records to assure that no errors have occurred; or if errors have oc- 
curred, that they have been fully investigated. The quality control 
unit shall be responsible for approving or rejecting drug products 
manufactured, processed, packaged or held under contract by an- 
other company.” 

That is my job. That is the job of everybody who works for me. 
It is the job of a person and people at every pharmaceutical manu- 
facturing company. Accountability here is pretty clear: The regu- 
latory action can be taken and, again, these are rules. 

This law is a minimum. Every quality control unit at a pharma- 
ceutical manufacturer determines their own internal standards, 
writes their own policy and procedures, determines what specifica- 
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tions they want to use, which may be higher and tighter than those 
required by the law. It is a business decision we make, because we 
believe it gives us an advantage. We believe it is best for the con- 
sumer. 

Today, nothing enters a U.S. wholesaler or the U.S. Distribution 
system without the approval of the quality control unit of a manu- 
facturer. This is appropriate. These are the experts with the at- 
tributes of that particular drug. 

Under the provisions of the bill under consideration for importa- 
tion and reimportation, the decision on whether or not a drug prod- 
uct can enter or reenter the U.S. distribution system would be 
taken away from the manufacturer and decentralized to hundreds 
of wholesalers and pharmacists. The basis for their decision on 
whether that product could enter or reenter would be a paper trail 
and some degree of testing that would provide reasonable assur- 
ance of the quality of the drug product. 

This violates the very basis of quality control principles, that 
quality is designed in, built in, controlled in and not tested in. And 
the role of these laws and regulations in this system is very un- 
clear to me. 

Let’s imagine a few scenarios of how this might work, Mr. Chair- 
man. Let’s say you receive a call today from a person in your dis- 
trict who says, I have a complaint on a drug product. A person just 
called my office, and they do sometimes then say. My daughter 
took a drug product. She’s in the hospital; she had an adverse reac- 
tion. It could be from a tablet, a capsule, an injectable product, 
maybe an aerosol, an inhaler — maybe she had asthma and ex- 
pected to get some good result in the middle of an attack, and she 
didn’t. 

She calls you. She is upset. You know where to go; you can call 
the FDA. But you can call that pharmaceutical manufacturer, talk 
to that quality control group. And if it were me, if you called me, 
I would say, give me 2 hours. 

I have all the traceability of that lot. I know where it went, I 
know where it has been stored, I know everything about that until 
it got to the U.S. wholesaler. Then I handed it to a wholesaler who 
is registered, who is covered by the Prescription Drug Marketing 
Act, who is inspected by their State board of pharmacy; and he has 
complete records. 

By that afternoon, I will tell you the history of that drug, and 
I will tell you if there is anything wrong with it. You have got clear 
accountability. 

Let’s imagine that happens again in 2 years if this is passed. You 
call me. I say, let me check. And then I call you back and say. You 
know that lot of drug I shipped out of the country 18 months ago, 
and I shipped it to a wholesaler out of the country? I never in- 
tended it to be reimported back into the U.S. In fact, the labeling 
I put on it was for the country I shipped it to. I can tell you, the 
labeling was not suitable for the U.S. market, not approved. 

I don’t know when it came back. I don’t know how it came back. 
I don’t know where it came back. I don’t know where it is stored. 
And I am not sure who to call to find out. 

You see the difference. The single point of accountability is very, 
very clear. And it is what the law charges me with. If we change 
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this, I do not understand how I can have accountability for activi- 
ties that I have no control over. 

The duties with which I am charged trouble me profoundly, that 
the activities of looking at data regarding storage, devising testing 
protocols, setting limits, reviewing test results and deciding dis- 
position of batches will be done by hundreds of entities who have 
no technical knowledge of this drug product. 

Every change that is made has intended and unintended con- 
sequences. Certainly we know the intended consequences of this 
provision, but the unintended consequences could be very serious. 

We all know it would be sad if people receive very dramatic bod- 
ily harm from some counterfeit drug or receive some very dramatic 
adverse drug event. But I will tell you what is just as sad. What 
is just as sad is if somebody goes and pays their money and re- 
ceives a drug that doesn’t work and they don’t know it is not work- 
ing and they pay their money and they take it and they never get 
better. And the doctor doesn’t know if it is a treatment failure or 
a diagnosis failure or a drug failure. 

Today, when you go to the pharmacy and you have a prescription 
filled, you don’t worry that it is safe and effective, do you? I don’t. 
I have great faith in the FDA and the whole enforcement system 
within the U.S. But how sad it would be if we would lose that. 

The United States has a good system of control around the man- 
ufacture and distribution of pharmaceutical products. It is tedious. 
It is detailed. It is not always convenient. It is monotonous. People 
who are in charge of control functions can drive the people around 
them crazy. But we do it every day in this same controlled manner 
so that when we need to call on it, when we need to trace a prod- 
uct, if we need to recall a product, we know everywhere that was 
sent. 

We can get our hands on it quickly. It is there. I will tell you 
that just like good health itself, you don’t appreciate this control 
system until it is gone. 

That concludes my testimony, and I have also submitted written 
testimony for the record. 

[The prepared statement of Nikki V. Mehringer follows:] 

Prepared Statement of Nikki V. Mehringer, Area Quality Control Leader, 
Europe and North America, Eli Lilly and Company 

Thank you for the opportunity to speak with you today regarding Quality Control 
and Safety matters of interest to the Committee. 

Quality control is essential from the initial point of manufacturing through the 
entire distribution chain to the hands of the patient. Even the healthcare profes- 
sional cannot look at a white tablet and determine if it will still be effective — we 
are all dependant on the controls throughout the system that assure the Safety, 
Identity, Strength, Quality, and Purity of the medicine. A failure in this system may 
cause failure in treatment, medical harm, and result in significantly increased ex- 
pense. 

I am a Registered Pharmacist and have practiced pharmacy in 4 states (Indiana, 
Ohio, Iowa, and Illinois). I have 15 years experience in the pharmaceutical manufac- 
turing industry as a Quality Control professional. I am also a consumer, a wife, and 
a mother. My comments reflect my experiences in all of these roles. 

Food and Drug regulation in the United States is based on a three-fold approach: 

1. The Law — The history of Food and Drug law in the United States has been 
based on reactions to public health crises rather than visionary approaches to poten- 
tial risks. The principal law is the Food Drug and Cosmetic Act, which was passed 
in 1938 in reaction to a disaster in which a poisonous ingredient was mistakenly 
used in the preparation of an antibiotic causing the deaths of dozens of children. 
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Changes in the act have heen made over the years, often in response to major public 
health issues. Examples of these changes include the establishment of Good Manu- 
facturing Practices and the Prescription Drug Marketing Act. As a result, we have 
a well-constructed system of laws and regulations, which provides the U.S. public 
with safe and effective medicines. This system is recognized around the world for 
the extremely high standards it maintains in the areas of drug manufacturing and 
distribution. 

2. Enforcement — the Food and Drug Administration is charged with the enforce- 
ment of the Food Drug and Cosmetic Act. The FDA accomplishes this with a system 
consisting of the following: 

a) Drug Registration and Approval — This system of review determines what prod- 

ucts may be sold in the U.S., including approval of the product itself, the label- 
ing of the product (including approved uses and safety warnings), the location 
and methods for the manufacture and testing of the product, storage require- 
ments, and allowed expiration dating. 

b) Facility inspections for Good Manufacturing Practices — ^All FDA-regulated loca- 

tions, whether within the U.S. or in other countries, are subject to both routine 
and for-cause FDA inspections. Such inspections may relate to the practices of 
the manufacturer, including the state of facilities, procedures, organization and 
education of staff, quality systems, and process controls in place at the facility. 

3. Good Science — The Pharmaceutical Industry and the FDA collaborate to im- 
prove current Good Manufacturing Practices through scientific approaches such as 
advancements in validation practices, stability studies of molecules, and new meth- 
ods of manufacturing and testing. 

This three-fold system maintains the assurance of quality that the American con- 
sumer demands. The underlying concepts that support this system are complex and 
dynamic. At the risk of over-simplification, the goal of the entire system is to 
achieve “Control.” It is no accident that the term we use for the organizational enti- 
ties entrusted with the duty to run these systems within a factory is “Quality Con- 
trol.” The systems in place demand control from drug development through manu- 
facturing and distribution to assure that the product is safe and effective for its in- 
tended use. Final product testing is only the confirmation that the process worked. 

Chart A illustrates a typical supply chain that supplies product to the U.S. Con- 
sumer. At each step, there are applicable registration requirements, regulations, 
and enforcement agencies. At each step, accountability is clear. Requirements for se- 
curity, identity control, accountability, traceability, and storage are clear. If a con- 
sumer registers a complaint, the entire history of that single capsule or vial can be 
traced and investigated through the system that is in place. The supply chain is 
controlled. 

Why is this control of the supply chain critical? It has been suggested that a drug 
product could leave this controlled supply chain for a period of time and then be 
allowed to re-enter it if testing were performed upon re-entry. The inherent limita- 
tions of final product testing do not support this assertion. These limitations include 
the following: 

a) Drug products are assigned expiration dates because the drug product itself 
changes over time. The changes in drug products are dependent on storage condi- 
tions, particularly heat, humidity, and sunlight. Testing gives a single-point piece 
of data regarding the chemical status of that product on that day. To predict the 
“goodness” or the efficacy of a drug product on its assigned expiry date, one must 
know the storage conditions, packaging components, and inherent nature of the mol- 
ecule. The methods and calculations to predict this are so sensitive and complex 
that the FDA has just published a Stability Guidance Document that is over 100 
pages long. Thus, a single point of testing today cannot predict the performance of 
that product over time unless it is put in the context of the inherent nature of that 
molecule and the storage conditions that the product has experienced. 

b) Final product testing is not recognized by the law or by the industry as suffi- 
cient to guarantee safety or quality. In fact, manufacturers reject many lots that 
meet all testing requirements because they did not meet the requirements of Good 
Manufacturing Practices for in-process controls, validation, adherence to the ap- 
proved NDA, or other reasons. A drug product may meet all testing requirements 
and still be determined to be adulterated or misbranded under U.S. law. Most of 
the warning letters received by FDA-regulated manufacturers do not involve prod- 
uct that fails to meet testing requirements; instead these warnings are based on 
suspect practices at the manufacturer. The FDA teaches their investigators to catch 
potential problems before they get to the point that a product would actually fail 
to meet testing requirements — the FDA wants that buffer in their control system 
to prevent potential public health issues. In fact, many lots that meet all testing 
requirements are later recalled from the U.S. marketplace each year because they 
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are discovered to have not met these GMP requirements or because they failed to 
meet labeling requirements. 

c) Reliability of testing results varies greatly depending on the laboratory that 
performs the testing, the equipment used, the analytical testing method used, and 
the education and experience of the people who run the test. To transfer a testing 
method from one laboratory to another within the same company using similar 
equipment consumes hundreds of man-hours to assure that the different labora- 
tories will generate similar results on a given sample. 

Dismantling the control of the supply chain leads to other concerns around safety 
and quality. A few of these are listed below: 

a) When a customer complaint is received today by the FDA or the pharma- 
ceutical manufacturer, all the records necessary to investigate the lot of product are 
available immediately. The manufacturer can trace the history of that product from 
the dispensing of the raw materials, the manufacture of the active ingredient, the 
manufacture and packaging, storage, and distribution of that single tablet, capsule, 
or vial. If a recall is deemed to be necessary, the manufacturer can contact all 
wholesalers to whom that lot of product was shipped within a few hours. If a decen- 
tralized system of importation or re-importation were instituted, the manufacturer 
would not have this capability to trace product. In fact, tbe manufacturer may be 
recalling a lot of product in Europe witb no idea tbat any of the product has been 
shipped into the United States. Additionally, the incident that caused the lot of 
product to be unacceptable to tbe consumer may have occurred somewhere out of 
the control of the manufacturer or the U.S. government, making investigation slow 
and cumbersome and enforcement impossible. 

b) Eacb country has unique requirements for products sold in that country. Each 
market has different expectations for products sold in that market. A manufacturer 
may be approved by FDA and therefore will target certain lots of product for the 
U.S. market and will manufacture those lots in accordance with FDA and U.S. re- 
quirements. However, other lots of product produced at that same facility will be 
targeted for other countries and will be manufactured in accordance witb tbeir re- 
quirements. If tbe pharmaceutical company no longer controls the movement of 
these materials between countries, then there is risk that the importer will not be 
equipped or able to discern critical differences in products that may lead to confu- 
sion among patients or health care professionals and safety issues. Examples of 
these concerns include: 

1) Labeling requirements — ^Approval of labeling is a part of the drug approval 
process in each country. Therefore, labeling is different for each country. Differences 
may include critical content issues including indications for use and wording of safe- 
ty warnings and also include convenience issues such as the bar codes used for in- 
ventory control in each country. Only the manufacturer can determine if a given 
label is appropriate for a given market based on the knowledge of the complex reg- 
istration and customer requirement for each market. 

2) Packaging — Once again, packaging is approved as part of each country’s drug 
approval process. Packaging components may look the same, but may be made of 
different materials. Requirements vary and may have safety implications — for exam- 
ple, the U.S. has strict standards for Child-Resistant containers that may not be ap- 
proved in other markets. Once again, the manufacturer is charged with assuring 
that all requirements are met for the intended market. A product may meet all test- 
ing requirements but the container may not meet the U.S. government require- 
ments. 

3) Single dose identity or trade dress — Tablets and capsules intended for market 
in the United States are uniquely identified by color, shape, size, or imprinting upon 
the tablet or capsule. These unique identifiers are registered at U.S. poison control 
centers to assure quick identification in case of an emergency. Tablets and capsules 
intended for market elsewhere may not have these same identifiers. The resulting 
confusion for health care professionals who depend on this system could he disas- 
trous if an importer was not aware of this difference. 

All of the issues raised above demonstrate increased risk to the public health as- 
suming that all involved are making a true effort to transform this system of a cen- 
tralized, controlled supply chain to a decentralized system where hundreds of dif- 
ferent entities may be importing tbe same drug product into tbe United States from 
multiple sources. None of tbe statements above address tbe potential risks from 
those who are looking for an open door to bring product into tbe country tbat tbey 
know do not meet tbe requirements of tbe NDA or Good Manufacturing Practices. 
Drug counterfeiting is a real issue. The U.S. has been able to minimize the avail- 
ability of counterfeit drugs through the strict controls in place today. Areas around 
the world with less strict enforcement capabilities find containers of material that 
contain placebo, substandard or sub-potent or super-potent drug, or sometimes 
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drugs that are a completely different entity than the label states. The people who 
participate in this counterfeit business are a sophisticated group who knows how 
to weigh the potential risk of being caught against the potential benefit. It is in all 
of our best interests to make sure they know that the enforcement systems in the 
U.S. will not be weakened and they enter here at great risk. 

If any of the potential changes to the supply chain for the U.S. pharmaceutical 
market lead to product that is dramatically harmful to patients, we will discover 
it quickly, and very sadly. There is a risk here that is potentially more pervasive, 
difficult to distinguish, less dramatic, and just as sad. That is the risk that health 
care professionals will prescribe medications, patients will pay for them and take 
them as prescribed, the patients will not get better because the medicine is not 
harmful, it is just ineffective. It may be ineffective because it was stored improperly 
somewhere along its journeys, or because it is packaged or labeled inappropriately, 
or because it is a counterfeit drug that is actually a placebo. In any of these cases, 
it is our job as the lawmakers, the agencies who enforce the laws, and the manufac- 
turers who understand the molecules and the science around the molecules to as- 
sure we have the controls in place to prevent this from occurring. 
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Mr. Upton. I appreciate that very much. And just as I sort of get 
prepared to ask — I do have a number of questions, but I am going 
to yield, I think, first to my colleague from Ohio, Mr. Strickland. 

Mr. Strickland. Sure. Thank you, Mr. Chairman. 

Let me begin by saying that you are a very effective witness. I 
think you advocate for your thoughts and opinions effectively and 
some of the things that you have said have given me pause. And 
so I want to thank you for that. 

Having said that, I would like also to share some thoughts with 
you. 

Ms. Mehringer. Certainly. 

Mr. Strickland. You are a scientist, and that is your responsi- 
bility with your industry. I respect that, and I respect the science, 
and I respect the fact that you spoke to us as you did. 

The problem, I think, that has brought this issue forward is the 
perception, I think, it is based on the fact that the industry that 
you work for — through no fault of your own certainly — is engaging 
in practices which cause many of us to think that the American 
consumer is being treated unfairly; that drugs that are developed, 
in part, through public resources are available to other citizens and 
other countries at a cheaper price. And I think there is a percep- 
tion based on fact that the whole pricing of the pharmaceutical in- 
dustry is troublesome. 

Now, you mentioned a business decision in terms of even going 
above and beyond what you may be required to do. And that is ad- 
mirable. Like you, when I buy a medication in this country, I don’t 
worry about its safety. I am glad it is that way. 

But I am also troubled by the fact that there is this other issue 
out there that is driving this concern and this effort, I think. And 
I think there is an equal responsibility on the part of the industry, 
just as there is a responsibility on the part of us who sit up here, 
to try to make sure that both concerns are adequately addressed; 
that we remain concerned about safety, but we also be concerned 
for the American consumer, for the senior citizen, for those who 
maybe can’t afford the drugs. And that is a tragedy as well. 

And I am so puzzled, in a sense, that the industry would be op- 
posed to a medication benefit under Medicare that would be avail- 
able to Medicare recipients. I can only assume that the major con- 
cern has to do with cost and price and profit. And so I am sitting 
up here feeling some conflict, because what you say makes a lot of 
sense to me; but I am also sitting up here thinking, something has 
got to be done to protect the American consumer. 

And so I really don’t have a question for you. I just — I will once 
again state the fact that you said things that make sense to me, 
and I am going to listen to what you have said and I will try to 
respond in a way that I think is responsible. But — and you are not 
responsible for the pricing policies of your industry. But that is the 
problem, as I see it, that makes many of us look for ways that we 
can change things for the sake of the American consumer. 

So thank you for your testimony. 

Ms. Mehringer. Thank you. 

Mr. Upton. I thank you for your testimony as well. And the 
thing that we all struggle with — it certainly came out when we 
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have been totally immersed in the Firestone issue the last couple 
of weeks. 

But one of the points — and I am from Michigan, as you may 
know — one of the points that I had made was that whenever any 
of us buy a product — any of our constituents, any American buys 
a product that is made in America, we have a belief, in fact, that 
that product is going to be safe; whether it is an automobile, 
whether it is a tire, whether it is a bottle of Tylenol, it is going to 
work, it is going to work for the purpose, and that there are regu- 
lators at the State and Federal level to, in fact, assure that safety. 

As we examined the Firestone issue, one of the items that both- 
ered us the most and became one of the planks in the legislation 
that is moving here in the House, as well as in the Senate, was 
that when in fact there was a recall — and there was in Venezuela 
or Saudi Arabia, and it happened at an earlier time — that that in- 
formation needed to be passed along to, in this case, NHTSA under 
the Department of Transportation. 

And in fact, in good testimony, the President of Ford, Mr. Nas- 
ser, indicated that in the future they would do that; they didn’t 
need a law, they would do that. He called on other members to do 
that as well. And we will make sure that that is done by getting 
this legislation passed. 

One of the points — and I use that as the example because in the 
hearing that we had earlier this summer, the FDA indicated, and 
Dr. Henney reiterated today, that they would require manufactur- 
ers to notify the FDA when they receive poor quality material, 
whether it be directly counterfeit or maybe it was a mistake in the 
process. And it just — I guess those of us nonchemists — and I pre- 
sume that my colleague and friend, Mr. Strickland is a non; but it 
seems to me common sense that when you identify a faulty product 
coming up the line that somewhere along the line that information 
is going to be passed along. And based on that, they can begin to 
trace it. 

Maybe, you know, this is a bad character, maybe we have to 
watch them a little bit closer, maybe we will send those FDA in- 
spectors there every year instead of who knows when. But at least 
they are going to get in the process, and we are going to weed them 
out and we are going to build cooperation between industry folks 
like your company, Eli Lilly, and other good players, whether it be 
Pharmacia, Upjohn or any other — obviously, the client base. Be- 
cause it is your folks working on the line, it is your reputation, as 
you point out, to make sure and ensure that that product is safe 
from the very beginning of your testimony to the very end. And 
that even after it leaves your operation, you are going to have the 
ability to know the quality control as it ends up finally in some- 
one’s medicine cabinet when that son, daughter, parents, whoever 
takes that medication. 

But I have to say, as we have begun to look at this process, again 
the issue of requiring companies to let us know about foreign re- 
calls, the process that you, we would have hoped, I would think 
had already been part of the process; that in fact when you found 
that company overseas that put milled sugar in — tainted, you 
know, 30 percent of the barrels of bulk material that came in; 
when you found that, there is a red flag — not only would you tell 
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your other industry peers, of which — obviously, you have them, but 
in fact there would be some type of inspection or some alert to 
make sure that what the real-life example, what happened in Haiti 
with the tainted glycerine, would not and could not happen again. 

But there was no checklist, though; is that right? 

Ms. Mehringer. To my knowledge — and I am not an expert in 
counterfeit, but to my knowledge, there is no formal requirement 
for that. However, also, to my knowledge, there is a great deal of 
cooperation between the pharmaceutical industry and the FDA on 
counterfeiting. 

Mr. Upton. That is in this country. But what about in products 
that actually come from overseas, where in fact you may not have 
the inspectors that come in and in fact things are found, whether 
it is the little example that I used at the end, before I broke for 
the vote, with the company in India? 

Ms. Mehringer. I do believe, although not required, there have 
been meetings between corporate security people and the FDA to 
discuss these very issues. And I would ask you to consult with the 
FDA and the OCI on those conversations to my knowledge would 
have been voluntary. But we clearly have seen that counterfeiting 
is a real threat and have seen the FDA as our ally there, working 
against that, even if it didn’t originate here. 

Mr. Upton. So you would certainly support the FDA’s new initia- 
tive to begin to catch that? 

Ms. Mehringer. Yes. 

Mr. Upton. Now, as I understand also — one of the questions that 
has bothered me for some time, when I learned it, was that Eli 
Lilly and other pharmaceutical companies manufactured the same 
product for different countries, obviously; but why is it that they 
do them in different colors and different shapes and sizes? I mean, 
it would seem to me, if you want to trace something, particularly 
if something is going to go overseas and perhaps come back, which 
we don’t know exactly what is going to happen, that that would be 
a very easy way to figure out and would help the Customs folks, 
who have an enormous task in front of them. Why wouldn’t there 
be some — I don’t want to call it “policing,” but some just standards, 
or normalcy, repetitive to the products, no matter what it is? 

Ms. Mehringer. Actually, for the most part, we would welcome 
that. The underlying issue is that the drug approval process in 
countries around the world is very fragmented. So certain drugs 
have been launched in various countries at different times and ap- 
provals have been given; and those approvals — in the course of 
those approvals, each agency seems to want its own labeling or its 
own small nuance. 

Each agency dictates to us what is now approved. We now sub- 
mit identical submissions in the U.S. and Europe, and we would 
love for the FDA and Europe both to say, that is fine, just like you 
submitted them; but then the changes start. And in order to mar- 
ket in that area of the world, we must abide by those changes. 

Mr. Upton. But someone actually says we would rather have 
them green than blue or yellow? 

Ms. Mehringer. That is more market driven than regulatorily 
driven. There are countries that want plain white tablets. That is 
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the standard; that is what they want. They think that is what the 
customer expects, and so we are 

Mr. Upton. It must be aspirin, because it is white. 

Ms. Mehringer. That is right. That is right. 

There are other countries, like the U.S., that want unique identi- 
fiers, distinct color, shape, size and form. 

So speaking for the whole pharmaceutical industry, not everyone 
has the same appreciation, as the American public does, or the 
same wants or the same needs. 

So, again, these products which have been launched over a pe- 
riod of the last 20 years and have gone through the drug develop- 
ment process, we have at times been focused on pleasing the regu- 
latory agencies and on pleasing the customers. But frankly, it 
would be much easier for us as manufacturers to make one pack- 
age, one label, and one presentation. I would welcome that. 

You understand, though, that I am not free to change that? 

Mr. Upton. I understand that. 

You talked about keeping track of the records, and obviously the 
company, the manufacturers, keep a record from start to finish, the 
lots. And do the pharmacies really do that or not? I don’t know the 
answer to the question. 

Ms. Mehringer. Pharmacies do not track by lot number, no. 

Mr. Upton. So once you ship it out — the wholesalers do, right? 

Ms. Mehringer. The wholesalers, our own distribution centers 
do. I do not know that all the wholesalers do. We can track it to 
the wholesaler level. 

Mr. Upton. But you indicated that — the example that you used, 
the mother that called you to say, “My daughter has got a prob- 
lem;” give me 2 hours — you can track it through your system. 

Let’s say you gave it to ABC wholesaler, who ships it out to 
Kmart, to use them as an example. Do they all have the records 
then of that — are you able to — are they able to track it from that? 
To use a real-life example, when that happens, have they been co- 
operative and have they been able to have the information that you 
have really needed to reassure that parent? 

Ms. Mehringer. When we go to the wholesalers, we have lot 
number accountability to the wholesalers. The shipment from the 
wholesalers on to the pharmacies is generally not tracked by lot 
numbers. But they have been cooperative, absolutely. 

It is important to recognize that the law provides for various lev- 
els of recalls. And that is dependent upon the risk to safety and 
the risk to health. If we are in a recall situation, we work with the 
FDA; we determine, do we need to go to the wholesalers, do we 
need to go the pharmacies or to the American public? I think the 
whole system works together and is very cooperative at that point. 

Mr. Upton. That page was for me. 

I guess the last question is, we try to assure the absolute quality 
assurance to the individual. There really isn’t any single test that 
can be used on that product, whether it be coming from Mexico or 
Canada or China. I mean, there are so many different ways in 
terms of what a chemist would look for to ascertain the purity of 
that substance. It is really a very tough test. We were commenting 
up here, the staff was able to take, I guess you could say, a field 
trip that was rather lengthy; and they shared some of the informa- 
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tion with us in terms of the thousands of pills that come across at 
particular border crossings virtually every day. And you really can’t 
say it is this; you know, you hope that it is, but there is no real — 
without a lab, you can’t really tell. 

Ms. Mehringer. You need a very specialized lab; simple chem- 
ical testing will not tell you that. In fact, the FDA has established 
their own forensic testing lab, which is quite a speciality lab, that 
they can — I believe they call it “fingerprint” products and try to 
discern if a material is counterfeit or not. That is the only lab in 
the FDA, I believe, that deals with that because they have those 
specialized capabilities. 

So this is not a matter of routine, let’s find a chemist and a 
third-party lab and take a look at this. It is very specialized to be 
able to actually fingerprint that drug. 

To your point, also the limitations of testing are — testing gives 
very limited information. It is a single point of what happens. Un- 
fortunately, these molecules are dynamic. They change, they de- 
grade; when they see heat, they see moisture, they degrade a little 
more. They don’t just sit there in the solution, in the injectable 
vial, waiting for someone to take them. 

That, again, is why you must have a knowledge of the molecule. 
You must have a knowledge of the formulation. You must have a 
knowledge of those requirements. So if you get a single point of 
testing someone — it might be 92 percent — someone might think 
that is good. That may be bad because you know that at the rate 
of degradation, it is going to be ineffective in a matter of few 
months. 

You have to put the testing in the whole context of the knowl- 
edge of the drug. 

Mr. Upton. I know that I can speak for all the members of the 
subcommittee. We appreciate your time and testimony. We look 
forward to working with you and hearing from you on this issue 
in the future. 

I don’t know — Ted, do you have anything? 

Mr. Strickland. Just, I want to thank the witness. 

Mr. Upton. Thank you very much. 

[Whereupon, at 1:50 p.m., the subcommittee was adjourned.] 

[Additional material submitted for the record follows:] 
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DEPARTMENT OF HEALTH & HUMAN SERVTCES 


Public Health Service 


f<Kjd and Drug Administratkm 
Rockville MO 20^7 


OES n 2000 


The Honorable Fred Upton 
Chairman, Subcommittee on Oversight 
and Investigations 
Committee on Commerce 
House of Representatives 
Washington, D.C. 20S15-6116 

Dear Mr. Chairman: 

This letter is in final response to the Committee's October 3, 
2000, hearing on Counterfeit Bulk Drugs. The questions from 
the Corwnittee are restated, followed by the Food and Drug 
Administration's (FDA or the Agency) response. 

Qu estions fron MT'Dingell 

1. During a recent meeting with both majority and minority 
staffs on the drug reio^ortation proposals, your staff 
provided a three-page budget document that illustrated 
the likely costs of these proposals for the FDA. Staff 
asked for the supporting work papers used to arrive at 
the many assumptions put together in the three-page 
document. Staff waB_tQld that no work papers exist , and 
that most of this was done by a "working group." It is 
curious that an agency embracing legislation that will 
dramatically increase its workload does not have a 
detailed set of work papers or other supporting documents 
to support such analysis. Please provide us with all 
documentation used to arrive at the budgetary predictions 
made on the three -page document you provided to the 
Committee. 

FDA advised Committee staff at that meeting, that we did not 
have the working papers with us at that time and that, we would 
provide them to the Committee in follow-up to the meeting. It 
is correct that a working group drawing upon numerous offices 
within FDA largely developed the budget estimates for 
implementation of the drug rein^ortation proposals. Copies of 
documents used by the working group in developing the budget 
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estimates are enclosed at TAB A, The enclosed information 
contains confidential information protected from disclosure 
to the public under the Freedom of Information Act (Title 5, 
United States Code [USC] § 552), and FDA's regulations. We ask 
that the Committee not publish these enclosed working papers 
as part of the hearing record or otherwise make public any 
information contained in these documents. We would, of 
course, be glad to discuss with the Committee staff the 
confidentiality of any specific information. 

2 . It is my understanding that the FDA has still not 
developed a specific frequency target for agency 
inspections of foreign firms that ship to the 0.S. for 
Good Manufacturing Practices (GMPs) . Please explain 
whether this is the case, and if so, why the FDA has not 
done so. If it is not the case, please describe the 
present frequency target FDA uses to inspect foreign 
firms that make drug products shipped to the U.S. 

In 1997, FDA established a "Strategy for Scheduling 
Surveillance Inspections for Foreign Drug Manufacturers," as 
recommended by the Foreign Inspection Work Group. The 
inspection strategy is referred to as the Tier System, which 
establishes the current frequency targets for Agency 
inspections of foreign firms. The Tier system was established 
because FDA does not have the inspection resources needed to 
meet a target frequency of every two years for foreign 
manufacturers, as required for domestic manufacturers. 

The Tier System is defined as follows; 

Tier I (one-year target) -- Inspection of firms previously 
classified as Official Action Indicated (OAI) . 

Tier II (three-year target) -- Inspection of firms 
manufacturing sterile products. 

Tier III (five-year target) -- Inspection of firms: 

a) Having a high number of new drug applications (NDA) or 
abbreviated new drug applications (AKDA) , 

b) Manufacturing Active Pharmaceutical Ingredients (API) 
for injectable dosage forms, and 

c) Manufacturing finished products (not sterile) . 

Tier IV (six-year target) -- all other firms. 
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3. It is my understanding that many foreign firms that ship 
drug products to the U.S. have not received a GMP 
inspection from the FDA in as many as six to eight years / 
and maybe longer. Because FDA's information technology 
system(s) still remains in disarray (and has been that 
way for years) , your agency still cannot generate an 
accurate assessment of precisely (a) what firms currently 
are shipping to the U.S., (b) when they should have been 

last inspected, and (c) when they actually were last 
inspected. Please explain why this is still the case, 
and describe any public health implications that may 
result for failure to inspect these manufacturers on 
regular two-year intervals. 

FDA has acknowledged, both at the two Committee hearings on 
this matter and in subsequent correspondence that its 
information technology (IT) systems need to be improved and 
enhanced. To that end, the Agency has made some progress, as 
reported by Jane E. Henney, M.D., Commissioner of Food and 
Drugs, in her testimony at the October 3 hearing. 

Specifically, Dr. Henney reported that the Agency would; 1) 
make the Forensic Chemistry Center (FCC) API database 
available electronically to all field inspectors by January 
2001, and 2) expand the Establishment Evaluation System (EES) 
pilot project in the Philadelphia District Office nationwide 
by the end of 2000. In addition, FDA is reviewing an IT needs 
assessment done by a private contractor. 

As stated at the October 3 hearing, the FCC database currently 
contains information or "fingerprints" on 330 API's that have 
been collected and chemically analyzed by FCC. This 
information is one important tool, which FDA can use to more 
quickly identify whether or not a product is authentic or 
counterfeit . 

Expanding the availability of the EES database, that tracks 
information related to the approval process for drug 
applications, to the Agency's import inspectors will allow 
them to retrieve important additional data in about three to 
four minutes on any API entry, which increases the probability 
of confirming authentic sourcing of APIs. 
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As you know, the Center for Drug Evaluation and Research's 
(CDER) Office of Compliance utilizes the Foreign Inspection 
Teams (OCFITS) database as its primary repository of 
information regarding firms that are actively inspected. This 
system provides current and reliable data on when foreign 
firms were inspected since 1994, which is when the system was 
brought online. CDER also uses the Drug Registration and 
Listing System to provide informiation on firms that have 
listed drugs, as well as the EES database. 

Information contained in these databases has been cross- 
checked with data from the Office of Regulatory Affairs' (ORA) 
OASIS database to identify a list of firms for which we can 
not determine an approved dosage form manufacturer in the 
United States (U,S,), as described in the Agency's written 
testimony. 

On average, FDA accomplishes 225 drug-manufacturing 
inspections per year, with 160 of those being combined 
pre-approval and good manufacturing (GMP) inspections. Twenty 
five (25) are GMP surveillance inspections (which would 
include firms never inspected or not inspected in over six 
years) , 30 are pre-approval only inspections and five are 
compliance follow-up inspections. 

FDA addresses these firms which require inspection on a 
surveillance basis and schedules them for coverage each fiscal 
year. Due to limited resources these firms are scheduled on a 
priority basis using the risk-based tiered approach described 
above. CDER identified 100 firms per year for the past two 
fiscal years for surveillance coverage under the tiered 
approach, however 75 of 100 were not completed. 

The Agency would like to complete more GMP inspections each 
year, but our current program does identify priorities for 
coverage using a risk-based approach, which best addresses 
public health needs within the constraints of our current 
resources. In addition, while recognizing that testing is no 
substitute for GMP inspections, it must be noted that the 
majority of pharmaceutical imports are APIs that are subject 
to testing and release prior to use by the dosage form 
manufacturer . 
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While FDA recognizes the shortcomings of its information 
systems, we are making the best use of currently available 
data to prioritize and identify firms for inspectional 
coverage. We do not have a database specifically designed to 
contain firms that require GMP inspection. We have developed 
a regulation pending before the Office of Management and 
Budget (0MB) which provides for the annual registration of 
foreign firms. We believe this requirement will be 
implemented during Fiscal Year (FY) 2001. This requirement is 
specifically directed at providing a list of foreign firms 
that require GMP inspection. 

4. As accurately as possible, please provide your present 

backlog of foreign inspections today as measured against 
FDA's effort to conduct such inspections on a two-year 
basis. Please also describe the factors that led to 
FDA's current backlog. 

As Stated above, the Tier System was initiated to make the 
most effective use of limited resources because FDA has not 
been able to perform inspections of all foreign firms every 
two years. However, we have been able to accomplish about 
225 foreign GMP inspections each year, the majority of which 
are driven by pre-approval assignments. Approximately 460 
different facilities have been inspected one or more times 
during fiscal years 1999 and 2000, covering 30 Tier I firms, 

80 Tier II firms, 90 Tier III firms and 260 Tier IV firms. 

Measured against the Drug Registration and Listing database of 
approximately 1,900 facilities, we would calculate a potential 
"backlog" of approximately 1,500 foreign facilities which have 
not been inspected in the past two years . The Agency has been 
able tO" generally meet our inspectional goals with respect to 
Tier I firms and many Tier II firms, which are the highest 
priority. Due to the information technology challenges the 
Agency is currently addressing, we are not readily able to 
assess the inspectional status of the 1,500 firms. However, 
we are performing a manual cross-check of these firms with 
other information sources in order to fully determine the 
extent of the potential backlog. It is entirely possible that 
many of these firms, although registered or listed, are not 
currently shipping product to the U.S, We will be glad to 
share further information about the status of these firms with 
the Committee as it is developed. 
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5 . Please state what resources are needed for FDA to know 
the internal GKP conditions of all plants shipping drug 
products to the U.S. Please provide this in both dollar 
amounts and FTEs, if possible. 

As we reported in our letter of November 28, 2000, based on 
ODER'S drug listing data, we estimate that there are now 
approximately 1,900 foreign firms that may be offering drugs 
for entry to the U.S. market. If these firms were inspected 
every two years (at 950 inspections per year) , our annual 
projected operating costs for inspections, trip planning and 
evaluation of findings would be approximately $23 million. 

The table below describes the calculations arriving at this 
amount . 

This represents only a calculation of direct inspection 
resources . The actual costs to support a sustained program 
of offshore inspections worldwide would require inspection 
organization enhancements and personnel management 
adjustments. For example, currently we accomplish foreign 
inspections with inspectors based at field offices in U.S. 
These inspectors are needed to inspect the domestic industry 
and travel for foreign inspections part-time. A program of 
two-year foreign inspections would likely require the 
restructuring of inspector stationing. 


1 PROJECTED ANNUAL INSPECTIONS COST | 

Activity i 

Explanation 

Cost 

ORA Insoectors 

950 inspections x 0.1451 FTE per inspec. = 1 38FTE 
138 FTE X $112,000 FTE cost = 

$ 15,456.000 

ORA travel plannino 

10 FTE X $112,000 FTE cost = 

1,120,000 

Travel 

950 inspections x $5,000 per inspection = 

4,750,000 

ODER review 

950 reports x 0.016 FTE per review = 15.2 FTE 

1 5.2 FTE X $1 12,000 FTE cost = 

1,702,400 

tt: _ _ _ _ __ 

i TOTAL 1 


$ 23,028,400 I 


6. One of the most significant problems facing FDA's foreign 
inspection progreun is that the OASIS system still cannot 
adequately keep pace with FDA's present workload. It is 
my understanding that FDA is attempting to upgrade and/or 
replace much of that system, and has hired an outside 
contractor for this effort. Please provide (a) the cost 
of the outside contractor; (b) what this upgrade is 
expected to cost; and (c) how long the system 
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upgrade/replacement will take. Also, I understand that 
the contractor has already issued cost and other analyses 
to the FBA. Please provide all such reports. 

FDA routinely maintains and upgrades the OASIS system but has 
no plans to replace that system. However, in response to 
certain issues raised at the June 8, 2000, hearing on 
counterfeit APIs, PDA hired an outside contractor to assess 
the Agency's overall information technology (IT) systems. 

This contractor evaluated IT systems created and maintained by 
many Agency components, not just the ORA'S Division of Import 
Operations, which maintains the OASIS system. The focus of 
this review was to find ways to provide more accurate, 
complete, and timely information to import inspectors. 

The goal is to implement IT solutions that will in 5 >rove 
admissibility decisions relative to safety and quality. For 
instance, the contractor discovered during its assessment that 
import personnel may have to access up to 17 different 
databases to gather information necessary to make 
admissibility decisions. The contractor's proposed solution 
would make it possible to access all of these data sets 
through a single password-protected account . The contractor 
did not evaluate any of the Agency's legacy systems, including 
OASIS, which is maintained by another outside contractor. The 
contract cost for this evaluation was $211,196. 

The contractor has estimated that various short-term 
solutions, if implemented, would cost $5.9 million. One of 
the two long-term proposals is to develop an inventory of all 
FDA-regulated firms at a developmental cost of $1.3 million. 
The second proposal deals with the use of countermeasure 
technologies to detect and deter import violations. This . 
initial study only provided an estimate of $125,000 for 
500,000 labels with unique serial numbers and barcodes. The 
cost of developing a system to support such a measure was not 
included . 

The total long-term IT cost is not firm at this point. The 
Agency has not completed its evaluation of the report 
sufficiently to concur in the accuracy of these estimates, and 
we are assessing what resources may be available to implement 
the project. A copy of the contractor's report will be made 
available once FDA's evaluation of the recommendations are 
completed. 
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7. In previous correspondence with this Subcommittee, PDA 
disclosed that a nuaiber of foreign firms were exporting 
(or have exported) drug-related materials to the U.S., 
yet have never been inspected by FDA authorities. Now, 
your testimony states that there are as many as 242 drug 
manufacturers in 36 countries that appear to have 
exported to the XJ.S. in 1999, but have not been 
Inspected. Please provide a list of these firms to the 
Subcommittee, and what products each has shipped. Also, 
please provide an cuialyals of what the potential 
in^lioations of this finding are on the safety of the 
Nation's drug supply. Finally, please state specifically 
what the FDA is now doing about these firms. 

The Agency issued an import alert (lA #66-66) on October 3, 
2000, for 242 foreign API manufacturers, in 36 countries, 
listing the products covered, that appear to have exported to 
the U.S. in 1999, but have not been inspected, according to 
the EPS database. A copy is enclosed at Tab B. These firms 
will be prevented from importing the specified APIs into the 
U.S. unless they can provide documentation that the dosage 
form manufacturer consignee holds an approval for the use of 
that API in a finished human drug product or documentation 
establishing that the API is intended for an authorized use 
(e.g., for a non-application product) . 

The final phase of the analysis of the OASIS data will be to 
identify any firms FDA has not inspected, but which are 
referenced in approved human and animal drug applications. In 
some cases, investigations at the domestic firms or consignees 
are being conducted to determine if APIs from unapproved 
sources were used to manufacture finished drug products. 

8. Please provide an explemation of whether the FDA now 
believes that the threat of drug counterfeiting is less 
today than before the Prescription Drug Marketing Act 
went into effect. 

As you know, the Prescription Drug Marketing Act (PDMA) 
was enacted by Congress in 1988 after two years of 
Congressional investigations and hearings that found 
widespread diversion of prescription drug samples, import and 
export abuses involving prescription drugs identified as 
"American goods returned' , and diversion of retail 
prescription stock through the secondary wholesaler network. 
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The law's enactment recognized that the diversion of 
prescription drugs presented serious public health safety 
issues, i.e., counterfeit, subpotent, adulterated, and 
misbranded drugs were being funneled into the national 
distribution system by distributors whose only concern was how 
cheaply they could obtain the drugs, not their source or 
quality. 

The Agency has made no formal assessment of the extent to 
which PDMA may have thwarted such behavior. It should be 
noted that since the passage of PDMA, the technology used for 
counterfeiting has continued to evolve and the market for 
prescription drugs has increased. It is possible that the 
disincentives for counterfeiting enacted under the PDMA may be 
offset to some degree by the incentives provided by technology 
and market potential . 

The PDMA extended the Federal Food, Drug and Cosmetic Act into 
areas not previously regulated by FDA, and gave the Agency new 
authorities, including the eibility to pursue civil and 
criminal fines. FDA has developed a continuing partnership 
with other Federal law enforcement agencies in investigating 
possible violations of the PDMA. 

Enforcement of the PDMA includes investigation into possible 
violations, recommendation and implementation of regulatory 
actions, litigation support, preparation of advisory opinions, 
and informal guidance to the regulated industry, health care 
professionals, other Federal, State, and local drug regulatory 
agencies, and consumers. ODER also maintains the industry 
reports mandated by the PDMA, and additional reports 
concerning possible PDMA related drug diversion. 

From December 1992 through September 2000, FDA's Office of 
Criminal Investigations (OCI) has opened a total of 422 cases 
involving violations of the PDMA. One hundred forty seven 
(147) of these have been drug sample diversion cases and 275 
have been domestic wholesale and/or reimportation drug 
diversion cases. There have been a total of 479 arrests and 
329 convictions as a result of the PDMA cases. Seventy-seven 
(77) of the arrests and 62 of the convictions are a result of 
drug sample diversion cases. Four hundred two (402) of those 
arrests and 267 of the convictions are a result of domestic 
wholesale and/or reimportation drug diversion cases \mder the 
PDMA. Several of these cases were charged as violations of 
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the prohibition on interstate transport of stolen goods or 
goods obtained by fraud (18 USe 2314) . 

Based on the additional authorities made available to 
FDA under the PDMA and the criminal case data cited above, 
the PDMA has undoubtedly had a significant impact on the 
ability or willingness of potential counterfeiters to attempt 
such illegal behavior. 

9. On a recent trip to China to investigate issues relating 
to both FDA foreign inspections and pharmaceutical 
counterfeiting. Commerce Committee staff were told by 
several security officials that counterfeit material is 
often mixed into shipments of legitimate products, as an 
additional tactic to elude regulators. Thus, rather than 
entire shipments being counterfeit, in some cases only a 
part of a total shipment may be illegitimate. 

(a) Does FDA believe that such a tactic might be used by 
counterfeiters today? Has the agency ever seen evidence 
of this method? If so, please describe the details. 

The scenario of mixing counterfeit material with 
pharmaceuticals from an FDA-approved facility is possible. 
Information was previously provided to the Commerce Committee 
on an occurrence based on this scenario reported by the 
Therapeutic Goods Administration of Australia. FDA has not 
directly encountered evidence of such an incident. 

(b) Is batch testing, which the proposed legislation has 
as the primary test of authenticity, a reliable method 
for protecting the U.S. consumers from potentially rogue 
emd dangerous counterfeit drugs? 

Quality testing of each batch of bulk drugs would provide some 
valuable information on potency, purity, and other 
specifications. A counterfeit bulk drug, however, might also 
meet these specifications and such testing could not be relied 
upon to detect certain counterfeit products. 

(c) If a batch test were only to test the legitimate 
product contained in a mixed shipment, how, under this 
legislation, will counterfeit mterial be detected? Is 
there a methodology for doing this? 



383 


Page ll - The Honorable Fred Upton 

A program that includes chemical fingerprint testing and 
evaluation of labeling, containers, seals, certificates of 
analysis, shipping records and covert markings will be more 
useful in detecting and deterring shipments of counterfeit 
bulk drugs. It is not possible at this time to determine the 
statistical probability of detecting counterfeit drugs using 
these samples and analytical techniques. 

(d) FDA has long told this Committee that quality 

assurance cannot be 'tested' into a system (hence, 
the purpose behind the current foreign inspection 
program), which is why the agency has rejected batch 
testing as a final test for finished product and 
bulk materials sent to the n.S. Do you believe that 
batch testing is suitable to meet the same stringent 
safety requirements long relied upon by the agency? 

Batch testing of bulk materials would provide some information 
on the quality of a sample taken from the material. The 
sample could not be guaranteed to represent the entire batch 
or shipment. Typical analyses might include identity, potency 
(purity), impurities (total or individual), pH, heavy metals, 
etc. Depending on the number of batches involved and the 
complexity of the tests, this type of batch testing by FDA 
could be extremely expensive. Additional tests may be 
indicated by the specific product or specifications, or by 
observations made during an inspection. For instance, a firm 
may be producing or misusing pesticides, or producing 
penicillin in the same facilities. These would be significant 
problems, which would not be detected through routine batch 
testing. 

We do not believe batch testing is a suitable substitute for a 
GMP inspection which provides a more comprehensive evaluation 
of a manufacturer's facilities, equipment, written procedures, 
training, controls, testing, labeling, and quality control and 
quality assurance. These GMPs must be observed in operation 
to evaluate a firm's compliance. 

10. Why doesn't the FOA slnq)ly batch test raw ingredients as 
they come into the U.S. instead of relying an expensive 
OKP inspections? 


Testing is less effective than inspections because: 
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• Tests are specific for what they are designed to detect. 
Other contaminants or even filth may be undetected; 

• Tests only provide information about the specimen tested; 

• The amount of a lot tested is minute compared to the 
untested portion of the lot sold and used; 

• It is much easier to manipulate test samples than 
manufacturing systems; and 

• Tests are done after manufacture necessitating waste if 
results are out of specification. 

The question implies that testing may be an inexpensive 
regulatory operation compared to "expensive GMP inspections." 
Testing requires sophisticated laboratories, inventories of 
reagents and equipnent, sample collection, well -trained 
analysts, libraries of up-to-date methods, operating 
procedures, OSHA/EPA compliance, etc. It is questionable 
whether this approach is in fact less expensive than site 
inspections . 

GMPs cover the actual manufacture and testing of drug products 
that consumers will receive. Testing of bulk raw material 
{assuming that this term refers to the refined active 
ingredient in bulk form rather than a bulk chemical) is 
insufficient for ensuring the safety and efficacy of a 
finished dosage form product. 

11. The PDHA and its implementing regulations established 

standards for storage and handling of madlcines as they 
move from a manufacturer to a retail pharmacy. These 
provisions were enacted because pharmaceuticals are very 
sensitive to various environmental factors, and therefore 
drugs are packaged under controlled conditions. Storage 
of pharmaceuticals under extreme environments can, as you 
know, lead to premature deterioration of the drug. The 
new legislation's testing requirements for product 
degradation will provide information on drug potency at 
the point a test is conducted (and not across the shelf 
life of the drug) . This means there is no guarantee that 
a product imported from another country will arrive with 
roughly the same shelf life as envisioned by the 
memufacturer. If drug products have been subjected to 
ten^erature extremes while being shipped or stored, or 
are Improperly repackaged, the medicines could not be 
guaranteed to meet its specifications up to the 
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expiration data. Horaover, imported druga will require 
repackaging and relabeling so that the imported product 
coniorms with an FDA-approved and required dosage form, 
packaging and product labeling for the American market. 
This me 2 uis there is a very real chance that an American 
patient will tmknowingly receive pharmaceuticals that are 
not fully efficacious because of premature loss of 
potency. Do you agree with this assessment, and if so, 
how can these very real and potentially dangerous 
possibilities be dealt with in the iiqplementatlon of the 
new legislation? 

FDA is concerned about the issues raised under the scenario 
you describe. That is why the Agency supported provisions of 
the Medicine Equity and Drug Safety Act of 2000 such as those 
which provide that the testing of incoming finished dosage 
form, approved prescription drugs will include forensic 
identity and stability profile testing. Further, FDA's 
wholesaler licensing regulation, which applies to all 
distributors of prescription drugs in the U.S., including 
manufacturers, requires all such drugs to be stored 
appropriately (in accordance with requirements for labeling, 
USP requirements, and under controlled room temperatures) . 

It should also be noted that under the statutory pedigree 
provision, the traceability of a prescription drug product 
from the original manufacturer throughout the wholesale 
distribution system up to the retail customer will be 
possible. Traceability enhances the ability to determine 
compliance with wholesale licensing storage and handling 
requirements. 

12. As you know, in the United States, pharmaceutical recalls 
are initiated by manufacturers because a manufacturer can 
quickly and efficiently locate its products through its 
wholesale distribution system. Under the new 
legislation, inerted drug manufacturers may not have a 
systematic way of knowing where a drug originated, or 
even if a product has been transshipped to multiple 
countries before entering the United States. It not only 
allows a drug to be shipped through multiple foreign 
locations, but also for a drug to be transferred among 
any number of Intermediaries. Because of the likelihood 
of repackaging, it is not even certain that the product 
will be labeled with the original manufacturers lot 
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nunber. How can a manufacturer's recall be administered 

efficiently and effectively under these new conditions? 

Again, FDA is concerned about the issues you raise. FDA does 
not believe, however, that the Medicine Equity and Drug Safety 
Act of 2000 eliminates the ability of regulatory authorities, 
including FDA, to trace backward from a recalling firm to the 
ultimate manufacturer or, more in^ortantly, the firm that 
caused the recalling defect (not always the manufacturer) . 

Each recalling firm using Title 21, Code of Federal 
Regulations § 7 guidelines notifies their own consignees of 
the recall and normally instructs them to notify their 
consignees of the recall, so that the notification process 
works in a timely way down the chain from the recalling firm 
to the end users, or consumers. In some cases the recalling 
firm requests the sub-accounts to give them their list of 
consignees in order that they directly notify the end users. 

In the United States, FDA performs facility inspections in 
order to work backward from the recalling firm to the firm 
responsible for the violation or defect under recall. This is 
accomplished by a review of manufacturing, repackaging, and 
distribution records required to be kept by the pharmaceutical 
industry under the FD&C Act and implementing regulations for 
current good manufacturing practices (CGMPs) (21 CFR §210 and 
211) . These records enable the Agency to trace a product even 
if one or more firms have changed its labeling and lot 
numbers. Foreign firms who manufacture drugs under FDA 
approval also maintain these type of records for review by 
FDA. 


13. It in the future we see many new repackaging facilities 
play a role in bringing products to the D.S. market, do 
you have any concerns regarding these facilities? 

yes, anytime another party is added to the process, concerns 
are raised about maintaining the integrity of the system. 

However, the repackaging of drug products imported into the 
U.S. should not be a problem because U.S. repackagers are 
subject to the GMP regulations, including provisions for 
packaging and labeling, testing and storage of drug products. 
PDA conducts routine inspections of repackagers to assess 
their con^iliance with the GMP regulations. 
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Repackaging facilities/ as manufacturers under the FD&C Act, 
are required to register and drug list, meet GMPS/ and adhere 
to wholesaler licensing regulations. 

14. It appears that certain products are inherently difficult 
to repackage or re-label, such as sterile Injection 
solutions, auto injectors, ointments, and pre-fllled 
syringes. What are the issues relating to repackaging 
such products, and what are FDA's concerns regarding any 
new legislation that allows for relabeling and 
repackaging? 

FDA would consider any manipulation of any sterile product 
to be a manufacturing operation that would be subject to 
application siibmission and GMP inspection. We believe the 
repackaging of such products (sterile injection solutions, 
auto injectors, ointments, eind pre-filled syringes) which 
entails actual product manipulation may not be feasible due 
to the difficulties in maintaining sterility in attempting to 
perform such manipulation. Relabeling and repackaging of 
intact containers of some products may be feasible only if it 
can be done in a manner where new labels can be applied to the 
exteriors of the packing, older labels can be readily removed 
and the product is not manipulated in any way compromising 
sterility. 

15. What percentage of the bulk raw material used to 
manufacture drugs globally is considered substandard or 
even adulterated? 

FDA is not aware of any estimates of the amount of substandard 
or adulterated bulk raw material used worldwide . It has been 
estimated by the World Health Organization (WHO) that up to 
ten percent of the APIs used worldwide are counterfeit, with 
that number as high as 50 to 70 percent in some developing 
countries . 

16 . Which countries are the most problematic when it comes to 
selling siibsteuidard or counterfeit bulk ingredients , or 
does FDA even have such an assessment? 

17 . Which countries are the most problematic when it comes to 
selling substandard or counterfeit finished products? 

Does FDA have such an assessment? 
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PDA is not aware of such an assessment regarding countries, 
which are the most problematic for selling substandard or 
counterfeit bulk ingredients or finished products. 

FDA is not aware of data on which cotmtries have the highest 
risk for exporting counterfeit or substandard bulk drugs to 
the U.S. We do have data on which countries had the highest 
Official Action Indicated <OAI) rate for GMP inspections from 
1994 to 2000. The five countries of those having 50 or more 
inspections during that period were: 


Country 

Number of 
Inspections 

Number 

OAI 

Percentage 

OAI 

China 

68 

16 

24% 

Switzerland 

82 

16 

20% 

Canada 

126 

18 

14% 

United Kingdom 

147 

17 

12% 

India 

57 

7 

12% 


IS. At the Jrine 8^‘‘ hearing, we discussed that there is no 
requirement that a U.S. manufacturer discovering 
counterfeit material in the manufacturing of a finished 
product must immediately report the problem to the FDA. 
FBA told us that it was exploring whether it could 
require this through regulation. Please provide us with 
a status report on this matter. 

FDA has determined that it has the authority to require this 
information by regulation, and has begun drafting a 
regulation. 

Oueations from Wr, Coburn 

1. Why did the FDA choose to approve RU 486 without any 

patient protections, specifically requiring the drug to 
only be allowed to be administered by a physician who has 
appropriate experience dealing with the complications of 
an abortion? 

Under the authority of 21 CFR 314, Subpart H, PDA has 
restricted the use of the drug to physicians who can 
accurately determine the duration of a woman' s pregnancy and 
detect an ectopic pregnancy. Physicians who prescribe 
mifepristone must also be able to provide surgical 



389 


Page 17 - The Honorable Fred Upton 

intervention in cases of incomplete expulsion or severe 
bleeding, or they must have made plans in advance to provide 
such care through others. 

In addition, the Agency has added the following patient 
protections : 

• Prior to using the drug, a woman must first read the 
Medication Guide and sign a Patient Agreement Form 
confirming that she understands what side effects can 
occur and that she is committed to proceeding with the 
treatment . 

• After reading the guide and signing the agreement form, 
treatment involves three visits to a physician. On the 
first visit, the patient receives a dose of mifepristone. 
On the second visit, on day three, the patient returns to 
have the physician determine if expulsion has occurred. 

If expulsion has not occurred, the patent receives 
misoprostol. Approximately 14 days after taking 
mifepristone, the patient must return for a follow-up 
visit to confirm that termination has occurred. 

• The drug will not be available through pharmacies or 
legally available over the Internet. 

• Postmarket surveillance studies to monitor safety. 

2. By approving RIT-486, the FOA has actually approved two 
drugs as part of a ccanbination . The second drug, 

Cytotec, was thereby approved for an off label use. 

(a) Is this legal? 

Under the approved treatment regimen, misoprostol is 
administered on day three to help stimulate uterine 
contractions. The use of misoprostol is contained in the 
approved labeling of mifepristone. It is based on the 
clinical trials for the regimen (treatment program) of the two 
drugs, which FOA found to be safe and effective for the 
termination of early pregnancy. 

(bj Has tha FDA ever before approved a drug for a use not 
Intended by the manufacturer? 
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There are a number of examples of drugs and devices that have 
been approved as safe and effective in combination with 
another drug or device for a use that was not sought by the 
sponsor of the second product. 

• Persantine tablets were approved for use in conjunction 
with warfarin for prevention of thromboembolic events 
following cardiac valve replacement. The sponsor of 
Warfarin did not seek this indication at the time. 

• Coronary stents were approved for use in percutaneous 
transluminal coronary angioplasty (PTCA) in conjunction 
with several drugs including ticlopidine, clopidogrel, 
heparin, and warfarin. The sponsors of these drugs did 
not seek approval for PTCA at the time. 

(c) Has the FDA ever before endorsed or promoted the off- 
led>el use of a drug after it has expressed. In 
collekboratlon with the drug's producer, its disapproval 
of that off-label use? 

The Agency does not endorse or promote the use of any drug. 

FDA makes approval decisions based on science, adhering 
strictly to its legal mandate and mission as a science-based 
public health regulatory agency. 

Currently, Cytotec (misoprostol) is approved for use in the 
prevention of nonsteroidal anti-inflammatory drug (NSAID) - 
induced gastritis. In addition, mifepristone is approved for 
use with misoprostol for medical termination of early 
pregnancy. When using misoprostol for the prevention of 
NSAID- induced gastritis, patients should be warned that it may 
cause miscarriage. Patients who want to remain pregnant 
should not use misoprostol to treat NSAID- induced gastritis. 
When used correctly, misoprostol in combination with 
mifepristone is safe and effective for the termination of 
early pregnancy. 

3. When Cytotec is used In conjunction with mifepristone to 
complete a chemical abortion by causing a woman' s cervix 
to dilate and expel a fetus, does Cytotec Induce labor or 
abortion? 

Mifepristone and misoprostol are administered sequentially as 
a regimen to induce medical abortion by terminating 



391 


Page 19 - The Honorable Fred Upton 

pregnancies of 49 days or less*- Mifepristone blocks a hormone 
called progesterone that is needed for pregnancy to continue. 
If expulsion has not taken place by day three, misoprostol is 
administered to help stimulate uterine contractions. In a 
small percentage of cases, expulsion will occur prior to 
misoprostol administration, 

4 . 0id the FDA use Cytotec in clinical trials with 
mifepristone? 

FDA did not conduct clinical trials with mifepristone. The 
sponsor of the mifepristone NDA conducted the clinical trials. 
Cytotec, a brand of misoprostol, was used in those trials. 

5. Does the FDA believe that Cytotec will be used as the 
second drug in the two«drug regimen to chemically induce 
abortion? 

Misoprostol is the second drug used in the two-drug treatment 
program to induce medical abortion by terminating pregnancies 
of 49 days or less. Cytotec is a brand of misoprostol and can 
be used as part of the regimen. 

6. Does the FDA believe that the health of women will be 
endangered if Cytotec is not used in conjunction with 
mifepristone to expel an expired fetus from a woman's 
womb? 

FDA has not reached any conclusions on the safety and 
effectiveness of what you suggest, because there is little 
data on the use of mifepristone alone, without the use of an 
accompanying prostaglandin such as Cytotec. 

However, in a small percentage of cases (e.g., 6 percent in 
the U.S. trials; 5.3 percent in the French trials), expulsion 
occurs without the use of misoprostol. If expulsion has not 
taken place by day three, misoprostol is administered to help 
stinuilate uterine contractions. 

Please describe in detail other situations in which the 
FDK has contradicted the advice contained in drug warning 
letters posted on its web site and explain its reasons 
for doing so. 


7 
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FDA is not contradicting the advice contained in warning 
letters posted on its web site. When using misoprostol for 
the prevention of NSAID- induced gastritis, physicians and 
patients should heed the warnings, which explain that the drug 
may cause miscarriage. A woman who is or may become pregnant 
-- and who does not wish to terminate her pregnancy -- should 
not take misoprostol for prevention of gastric ulcers or any 
other reason. As part of the mifepristone-misoprostol 
regimen, misoprostol is appropriate for use to terminate early 
pregnancy . 

Thank you again for making this a part of the public record. 

If you have further questions, please let us know. 

I Sdmcerely, 

VXlx-K. Uu 

Melinda K. Plalsler 
Associate Commissioner 
for Legislation 


cc: The Honorable Ron Klink 
Ranking Minority Member 
Subcommittee on Oversight 
and Investigations 

Enclosures 
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lA #66-66 - 10/3/00, IMPORT ALERT #66-66, "DETENTION WITHOUT PHYSICAL 
EXAMINATION OF APIs THAT APPEAR TO BE MISBRANDED UNDER 502(f) (1) BECAUSE THEY 
DO NOT MEET THE REQUIREMENTS FOR THE LABELING EX^PTIONS IN 21 CFR 201.122“ 
ATTACHMENT I 1/7/ 00 

TYPE OF ALERT: Detention Without Physical Examination (DWPE) 

(Note: This import alert represents the Agency's current 
guidance to FDA field personnel regarding the 
manufacturer (s) and/or product(s} at issue- It does not 
create or confer any rights for or on any person, and does 
not operate to bind FDA or the public) , 


PRODUCT: 

Active Pharmaceutical Ingredients (APIs) 

PRODUCT 

CODE: 

GPI = DR (drugs) with PIC = ()[}[] [ISO (] 

GPI = AB (antibiotics) with PIC * ()[)[)(] S [}( J 

PROBLEM: 

Misbranded drugs 

PAF: 

LBL - Labeling 

PAC FOR 
COLLECTIC»J: 

52002 

COUNTRY: 

See attacliment 

MANUFACTURER/ 
SHIPPER FEI#: 

See attachment 

IMPORTER'S 

IDI: 

N/A 

OASIS CHARGE 
CODE: 

DIRECTIONS 

CHARGE: 

"The article is subject to refusal of admission pursuant to 
section 801(a) (3) in that it appears to be misbranded in 
that it lacks adequate directions for its intended use. 
(Misbranding, Section 502(f)(l)3." 


NOTE: Under 502(f) (1), an API must have labeling that lists 
adequate directions for its use unless the API is subject to 
exemptions from labeling found in 201.122. 

RECO^»IENDING 

OFFICE: 

DIOP (HFC-170) 

REASON FOR 
ALERT: 

OASIS records indicate that a large volume of bul)t chemicals 
which can be used as APIs in human medicines that require 
NDAs, ANDAs, or INDs are being offered for entry into the 
U.S, 


NDA - Imported APIs labeled for further manufacturing and 
processing or labeled as chemical substances are frequently 
destined for pharmaceutical processors that formulate 
finished drug products. These drug substances, consigned to 
individuals or processors who formulate and distribute human 
drugs, may be misbranded under Section 502(f] (1). 

IND - Sponsors of investigational new drug applications 
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frequently import from foreign countries either the dosage 
form or the API for use in laboratory research or clinical 
trials . 

Some persons importing APIs have found that they could 
obtain entry of these articles if they simply supply an NDA 
or IND number at the point of entry. Districts should be 
alert to the possibility that: 1) the NDA or IND number 
provided does not cover the source of the particular API or 
2) the persons importing the API have no authorization to 
refer to the particular NDA or IND number. In the past, the 
persons importing an API have referred to legitimate numbers 
to get their APIs released, but the APIs were not destined 
for use in the application referenced. 

CDER and ORA are in the process of making the Establishment 
Evaluation System (EES) available to the field. When 
available, field offices should utilize EES to search and 
verify the status of an API, its manufacturer, whether it 
has been referenced in a valid NDA or whether it is the 
subject of a valid IND. Districts that do not have access 
to EES should contact Joseph E. Tracey, DIOP, 301*'443“6553 
to verify this status. 

(OASIS entry records can be compared to CDER records for 
NDAs, ANDAs, and IND exemptions to verify the source and 
status of an API.) 

EXEMPTION UNDER 21 CFR 201.122 

API labeling invariably lacks adequate directions for use as 
required by Section 502(f)(1) of the Act. However, such 
drugs may be subject to an exemption under 21 CFR subpart 
201.122. This regulation requires specific labeling on the 
package when adequate directions for use are missing, such 
as "Caution: For manufacturing, processing, or repacking." 

However, the exemption under 21 CFR 201.122 will not apply 
to a substance intended for a use in the manufacture, 
processing, or repacking of the API which causes the 
finished article to be a new drug, unless: 

A. an approved NDA covers the production and delivery 
of the API to the application holder by persons named in the 
application; or 

B. if no application is approved with respect to the 
API, the label statement "Caution: For manufacturing, 
processing, or repacking" is immediately supplemented by the 
words "in the preparation of a new drug or new animal drug 
limited by Federal law to investigational use, " and the 
delivery is made for use only in the manufacture of such 
new drug or new animal drug limited to investigational use 
as provided in 21 CFR part 312 or part 511.1. 

The API/manufacturer combinations listed in Attachment A 
appear to represent importations of APIs to be used for the 
manufacture, processing, or repacking of drugs which the Act 
and regulations require to be the subject of an approved NDA 
or a valid IND. However, either the person receiving the 
API or the person importing the API appears not to meet the 
statutory and/or regulatory requirements regarding labeling. 

Further, it appears that the Agency has never inspected the 
declared manufacturer's GMPs for that imported API. 
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GUIDANCE: 


Detain without physical examination the APIs from the 
manufacturers named in the attachment to this Import Alert. 

Districts may detain without physical examination APIs from 
the persons listed in Attachment A because it appears that 
the API is misbranded based on its lack of adequate 
directions for use as required by section 502(f)(1) of the 
Act and its failure to meet the requirements of the 
exemption found in 201.122. Persons importing these APIs 
may obtain release of the detained articles if these persons 
can supply evidence establishing that the article is: 

1. intended for pharmacy compounding that meets the 
requirements of section 503Aof the Act, including that 
the API: 

a. is accompanied by a valid certificate of analysis, 

b. is manufactured by an establishment registered under 
section 510 of the Act, and 

c. does not appear on a list of drugs identified in 21 
CFR 216.24, that have been withdrawn or removed from 
the market for reasons of safety or effectiveness. 

2. intended for use in the manufacture, processing, or 
repacking of an over-the-counter product or 
prescription product that does not require an NDA; or 

3. a new animal drug, or intended for use in the 
manufacture, processing, or repacking of a new animal 
drug, subject to an NADA; 

and, therefore, the API is not subject to this import alert. 
OR 

Persons importing APIs may obtain release of the detained 
articles by supplying evidence establishing that the article 
is: 


1. intended for use in the manufacture, processing, 
or repacking of a human drug that is itself the subject of 
an approved NDA, and that the API is from the appropriate 
source; or 

2. it is covered by IND requirements at 21 CFR 
312.110(a) . 

For questions or issues concerning science, science policy, 
sample collection, analysis, preparation, or analytical 
methodology, contact the Division of Field Science at (301) 
827-7605. 

This guidance is not intended to address new animal drugs or 
investigational new animal drugs addressed by Import Alert 
number 68-09. If the imported APIs are intended for use in 
an NADA or INAD, refer to Import Alert number 68-09. 

If the APIs are intended for the compounding of finished 
drugs by pharmacies, persons importing the APIs must comply 
with the requirements in 503A of the FDCA. 

This guidance does not apply to excipients or APIs intended 
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for use in OTC drugs or prescription drugs that do not 
require a new drug application. 


PRIORITIZATION 
GUIDANCE: N/A 


FOI: 


No purging is required. 


KEYWORDS: NDA, IND, New Drugs, Bulk Drugs 

PREPARED BY: Ted Poplawski, DIOP, 301-443-6553 

DATE LOADED 

INTO FIARS: OCTOBER 3, 2000 

ATTACHMENT FOR IMPORT ALERT# 66-66 
Firms and API's rec<MDfflended for DWPE 


AUSTRALIA (AU) 


FIRM 

Institute Of Drug Technology 
45 Wadhurst Drive 
Boronia, Ausrtalia 
FEI# 3000219354 

AUSTRIA (AT) 

Biochemie Qobh 
Bioch^iestrabe 10 
Kundl (Tyrol), Austria 
FEI# 3001034356 

BAHAMAS (BS) 

Allied Signal 
P.O. Box F-42430 
H. Sunrise Highway 
Freeport, Bahamas 
FEI# 3002564993 

Pharmaceutical Fine Chemicals Ltd. 
P.O. Box F-2430 
Freeport, Bahamas 
FEI# 3001369302 

Syntax Pharmaceuticals 
P.O. Box 2430 
Freeport, Bahamas 
FEI# 1000163107 


PRODUCT/ 

PRODUCT CODE 

Minocycline HC1/56E[]S61 
11/2/00 


Kanamycin Sulfate/56D[]S31 
11/2/00 

Rifampicin/56K( } S70 
11/2/00 


Naproxen/62G{]S49 

11/2/00 


Doxazosin Mesylate/620 []S27 
11/2/00 


Butoconozole Nitrate/61H[]S56 
11/2/00 

Flunisolide/64L [] S26 
11/2/00 


BELGIUM (BE) 


Acros Organics N.V. Oxytetracycline HC1/56E[1S67 

Janseen Pharmaceuticalaan 34 11/2/00 

Gael, Belgium 
FEI# 3001268405 


Alcon Couvreur Nv 


Brinzolamide/66R[] SOS 
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Rijksweg 14 B-2870 
Puurs, Belgiinn 
FEI« 3002808051 

Omnichem N.V. 

Industrial Research Park 

Louvain, Belgium 

FEI# 

Pfizer Service Co. SA 
Hoge Wei 10 
Zaventem, Belgium 
FEI# 1000232385 

CANADA (CA) 

Acic Fine Chemicals Inc. 

6501 B Mississauga Road 
Mississauga, Canada 
FEIi 3000142731 

Brantford Chemicals Inc. 

42’-46 Spalding Drive 
Brantford, Canada 
FEIi 3000114091 

Brantford Chemicals Inc. 

Station Main 
P.O. Box 1976 
Brantford, Canada 
FEIi 1000610334 

Bulk Pharmaceuticals Ltd. 

465 Milner Avenue #4 
Scarborough, Canada 
FEIi 3001158880 

Choisy Laboratories Ltd. 

390 Blvd St 'Laurent Est 
Louiseville, Canada 
FEIi 7978 

Oraxis Pharma 

16751 Trans Canada Highway 
Kirkland, Canada 
FEIi 3002528120 

Forchem Canada Ltd. 

235 Yorkland Blvd., Suite 300 
Toronto, Canada 
FEIi 3002625441 

Formulex Canada Inc. 

5950 EST Chemin Cote De Liesse Blvd. 
Ville Mont Royal, Canada 
FEI# 3002269313 

Intergen Biomanufacturing Corp. 

55 Glen Scarlett Road 
Toronto, Canada 
FEI# 3000172241 

Patheon Inc. 

2100 Syntex Court On 


11/2/00 


Vinblastine Sulfate/621 [] S66 
11/2/00 


Doxazosin Mesylate/620 [}S27 
11/2/00 


Cephalexin/56C[}S73 

11/2/00 


Buspirone HC1/66M[)S09 
11/2/00 

Fluvoxamine Maleate/61N[]S67 
11/2/00 

Buspirone HC1/66M[}S09 
11/2/00 

Fluvoxamine Maleate/61N[]S67 
11/2/00 

Tetracycline HC1/56E[]S81 
11/2/00 


Penicillin/56At)S10,56A[]S20, 
56A[]S99, 56B[]S99 
11/2/00 


Apomorphine/64C [ ] SOI 
11/2/00 

Trif luridine/62V [ ] S40 
11/2/00 

Clindamycin Phosphate/ 
56J[]S22, 56J[]S31 
11/2/00 


Piroxicam/62G[lS59 

11/2/00 


Insulin (Bovine) /61Pt]S36 
11/2/00 


Synalar/55Q(1 [)22, 53L[][]07 
11/2/00 
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Mississauga, Canada 
FEIi 3000264888 


Rtp Pharma Inc. 

810 Chemin Du Golf 
Verdun, Canada 
FEI« 3001342164 

Sobering Coloration, Ltd. 
3535 Trans Canada Highway 
Pointe Claire, Canada 
FEI# 1582 

The Opjohn Coa^any 
865 York Mills Rd. 

Don Hills, Canada 
FEI# 1000408737 

Wyeth « Ayerst 
1765 Cote Vertu Bldg #14 
St. Laurent, Canada 
FEI# 1000206786 

Wyeth~Ayerst Canada Inc. 
1025 Blvd Marcel Laurin 
St . Laurent , Canada 
FBI# 3000986282 


Cyclosporine/ 62G ( ] S89 
11/2/00 


Progesterone/65 JC ] S31 
11/2/00 


Antibiotics N.E.C./56Y[]S99 
11/2/00 


Gonadorelin/64M[]S03 

11/2/00 


Rapamycin/64TC] 099 
11/2/00 


CHINA, PEOPLE'S REPUBLIC OF (CN) 

FIRM PRODUCT/PRODOCT CODE 


Anhui Heheco Heparin Factory Sodium Heparin/ 

361 Jixl Road 61LC}S08 

Anhui, China 10/10/00 

FEI# 3002651373 

Chengdu Mechem Medicines & Chemicals Co. Oxytetracycline/ 

22 Jingsi Street 56E(]S65 

Chengdu, China 10/10/00 

FEI# 3001049983 


China Export Bases Development Corp. 
No# 1 Jianghan Road 
Chengdu, China 
FEI# 1000201375 


Gentamicin/56D [ ] S20 
Oxytetracycline/56E { ] S65 
Streptomycin/56Dt3S70 
10/10/00 


China Hunw Walion Imp & Exp Corp. 
153 Wu Yu Road <E) 

Changsha, China 
FEI# 3002723729 


Sodium Heparin/ 
61LC3S08 

10/10/00 


China Jiangsu Medicines 
2156 North Zhong Road 
Nanjing, China 
FEI# 1000174806 


Testosterone/ 

60N[]S14 

10/10/00 


China National 
129 Henan Road 


Prednisone/ 

64LnS50 
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Tianjin, Oiina 10/10/00 

FEIi 3002743488 


China National Light Industrial 
Products Import S Export 
Cor No. 32 Qixian North Street 
Tiexi Shenyang, China 
FEIi 1000357808 

Dandong Pharmaceutical Factory 
Dandong City 
Liaoning, China 
FEI# 3002674128 

He Nan Yong Qi Ch^icals Co. Ltd. 
East Tenmin Road, Tang Yin County 
Henan Province, China 
FEI# 3002811052 

Henan Lihua Pharmaceutical Co Ltd. 
N. Antang Rd. 

Henan, China 
FEI# 3000312540 

Huaiyin Nellkong Bioeng 
3 West Beijing Road 
Huaiyin, China 
FEI# 3002738533 


Trimethc^riia/ 

6iHnS03 

10 / 10/00 


Prcxaethazine/ 

61Tnsl7 

10 / 10/00 


Diclofenac Sodium/ 

62G[]S18 

10/10/00 


Prednisone/ 

64L[]SS0 

10 / 10/00 


Sodium Heparin/ 
61L[]S08 
10/10/00 


Huashu Pharmaceutical Corporation 
Northern Tangu Street 
Shi j iazhung, China 
FEI# 3000714293 


Oxytetracycline/ 

56Et]S65 

10 / 10/00 


Huazhong Pharmaceuticals Co. 

Wensheng Center Wen jin Piablic Tian Bei 1 
Shenzhen, China 
FEI# 3000683585 


Progesterone/ 

65JI1S31 

10/10/00 


Hubei Zenith Airbeck Pharmaceutical Co. 
46 Xianshan Road 
Xiangfan City, China 
FEI# 3002699141 


Progesterone/ 

65J[]S31 

10/10/00 


Hubei Zenith Airbeck Pharmaceutical 
46 Xianshan^Road 
Hubei, China 
FEI# 3003085185 


Progesterone/ 

65Jt)S31 

10/10/00 


Jiangsu Yabang Group Co. 
Niutang Bridge 

Changzhou City Jiangsu, China 
FEI# 3002161348 


Albendazole/ 

60W[]S01 

10/10/00 


Jiangsu Sainty International G 
Unknown Street 
Jiangsu, China 
FEI# 3002705146 


Flucytosine/ 

61W[}S10 

10 / 10/00 


Lukang Pharmaceutical 
173 West Tajbai Road 
Shandong, China 
FEI# 3002664271 


S t rept omy cin / 

56Dl]S70 

10/10/00 
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Machinex Minbo Ltd. 
€8 Mayuan Road 
Ningbo, China 
FBI# 3002397896 


Oxy t et r ac y cl i ne / 
56E[]S65 
10/10/00 


Nanhai Beisha Medical Material Factory Sulfamethazine/ 

Nanhai Branch 61G[]S55 

Guangdong# China 10/10/00 

FEI# 3000315903 

Nanjing Chemicals Import & Export 
Corporation# Ltd. 

281 Jiankang Road 
Nanjing# China 
FEI# 1000466898 

Nanjing Machinery Sucralfate/60S[]S26 

255 Shanzhong Rd. 10/10/00 

Nanjing, China 
FEI# 1000607425 


Triazolam/ 

65VnS41 

10/10/00 


Sanming Pharmeceuticals Factory Gentamicin/ 

46 Taijiang Road 56D[]S20 

Fujian# China 10/10/00 

FEI# 3000270002 


Shandong Foreign Trade Corpora Lincomycin/ 

51 Taiping Rd. 56JC]S99 

Qingdao# China 10/10/00 

FEI# 1000535663 

Shandong Ju County Foreign Trade Canned Kanamycin/ 

11 Nannai Rd. 56Dl]S30 

Qingdao# China 10/10/00 

FEI# 1000422523 


Shanghai Buddy International Trading Co. 
Room F 26 Floor A Building 
Shanghai# China 
FEI# 3002997245 


Progesterone/ 

65J[IS31 

10/10/00 


Shanghai Exceed Dragon Inti. Trade Corp. 
205 Chong Qing Road North 
Shanghai# China 
FEI# 3001550665 


Tetracycline/56E { } S80 
Dihydrostreptomycin/ 
56D[]S10 
10/10/00 


Shanghai Kj Insert 6 Export Corp. 

No. 139 Dong Yuan Yi Cun Room 1006 
Shanghai# China 
FEI# 1000404710 

Shanghai K J No. 6 Pharmaceuticals 
1290 

Shanghai# China 
FEI# 3000448987 

Shanghai Medicines & Health Products 
21 Zhongshan Road# 3rd fir 
Shanghai# China 
FEI# 1000315530 

Shanghai Sun Tar Audio Products 
Manufacturing Co . # Ltd . 

No. 50 Yuc Chia Wan Lung Hua Xilu 


Gentamycin/56D[] S20 
10/10/00 


Gentamycin/56D [ ] S20 
10/10/00 


Kanamycin/56D [ ] S30 
10/10/00 


Sulfadiazine/ 

61G[]S47 

10/10/00 
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Shanghai, China 
FEI# 1000273817 

Shanghai Noxldbest Industry 
211 Shangcheng Lu 
Shanghai , China 
FE1« 3002624436 

Shijiazhuang Pharmaceutical Factory 
58 Zhongshan Road 
Shijiazhuang, China 
FEX« 1000316479 

Sichuan Yibln 

Foreign Economic Dev Building 
No 3 Hinzhu Road 
Yibln City, China 
FEI« 3002288333 

Slnochem Zhuhal Co. Ltd. 

Bldg. 18 Flill Llan Hua Yuan 
Zhuhal , China 
FEI# 3001431009 


Procaine HCl/ 

60Q[]S46 

10/10/00 


Oxytetracycline/ 

56E[]S65 

10/10/00 


Oxytetracycline/ 

56E[]S65 

10 / 10/00 


Procaine HCl/ 
60Q[}S46 
10/10/00 


Slnochem Jiangsu Changzuou In^rt 
i Export Corporation 
5 Peace North Rd., Labour Union Bide. 
Changzhou, China 
FEI# 1000437226 


Oxacillin Sodium/ 
56B[]S55 

Adrenocortical Steroid/ 

600()S99 

10/10/00 


Sinocrem Bebei In^orrt 4 Export Coarp. 
448 Veplng Rd. 

Shi j ua zhuang , China 
FEI# 3002485683 


Tetracycline/ 

56£nS80 

10/10/00 


Star Lake Co. Inc. 

No. 67 Gongnong Road No. 

Guangdong, China 
FEI# 3002998736 

Suzhou No 1 Garment Factory 
Sufu Highway 
Suzhou, China 
FEI# 1000646769 

Tianjin Medicines 4 Health Products 
Iiqp 4 Exp.Corp. 

164, Jie Fang Road 
Tianjin, China 
FEI# 1000164404 

Nujln Jianhu Silk Printing Hill 
Jian Hu Xiang, Nu Jin Xian, Chang 
Chang Zhou, China 
FEI# 300254B649 

Huxl Foreign Trade 

Zhong Shan Rd, Foreign Bldg. 

Huxl, China 
FEI# 1000455187 


Ribavirin/ 

62VtlS12 

10/10/00 


Linconycin/ 

56J{)S99 

10/10/00 


Methocarbamol / 
65Q[]S22 
10/10/00 


Progesterone/ 

65J[)S31 

10/10/00 


Phenylbutazone/ 

62Q[]S07 

10/10/00 


Yancheng Suhul Pharma Co., Ltd. 
92 E Jiankang Road 
Jiangsu, China 


Doxycycline/ 

56E[]S20 

10 / 10/00 
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FEI« 3002394098 

Yang Zhou Pharmeutical Factory 
Unknown 
Jiangsu/ China 
FEI« 3002625526 

Yangpu Zhongxin Chemical 
Imp. (t Exp. Co. Ltd 
Rm 1505-1508 Unit 1/Hongguan Bldg. 
Haikou City, China 
FEIt 3001226841 

Zhejiang Medicines & Heal 
7 Tian Mu Shan Road 
Hangzhou, China 
FEIi 1000344761 


Teroxalene HCl/ 
62R[]S09 
10/10/00 


Pr oge st er one / 
65J[)S31 
10 / 10/00 


Doxorubicin HC1/56H[]S24 
Daunorubicin HCl/56HnS25 
Mitomycin/ 5 6H ( ] S 45 
10/10/00 


CROATIA (HR) 

Pliva Dd. Zagreb Me8alazine/60L[]S85 

Vukovarska Av 49 11/2/00 

Zagreb, Croatia 
FEI# 


Pliva-Kalinovicaszetonedjeljska Atovaquone/62L[]S44 

2 41431 Szeta 11/2/00 

Nedjelja, Croatia 
FEII 3002112548 


DENMARK (DK) 


Dumex Alpharma 
P.0, 1736 

Copenhagen, Denmark 
FEII 3000302730 


Coli8tin/56Ft)S21 

11/2/00 


Colistin 


Methanesulfate/56FC]S21 

11/2/00 

Colistin sulfate/56F[]S21 
11/2/00 


Duinex Alpharma 
Dalslandsgade 11 
Copenhagen, Denmark 
FEII 3002710222 


Coli8tin/56F[]S21 

11/2/00 

Colistin 

Methane8ulfate/56F[] S21 
11/2/00 

Colistin sulfate/56Fn S21 
11/2/00 


Marsing And Co. 

Agenavej 18 18 
Greve, Denmark 
FEII 3002701552 

Polypeptide Laboratories As 
Fredericksberggade 1 
Copenhagen, Denmark 
FEII 1000575924 

FINLAND 

Fermion Orion 
65 


Penicillin 6 Procaine/ 
56A[]S10 
11/2/00 


Vasopressin/64R[ ] S16 
11/2/00 


(FI) 

Buspirone HC1/66M[]S09 
11/2/00 
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Espoo, Finland 
FEI# 1000446360 

Orion Corporation 
65 

Espoo, Finland 
FEI# 1000176807 

Orion Corporation Ltd. (Fermion) 

28 P.O. Box 
Espoo, Finland 
FEI# 1000316345 

FRANCE (FR) 

Claro Fra 
70 

Par, France 
PEI# 3001558577 

Conseil Europe 

3133 Rue De Calais Strasbourg 
Cedex, France 
FEI# 3001833087 

Conseil De L* Europe 
Ave De L* Europe 
Strasbourg, France 
FEI# 1000328317 


Dolisos Laboratoires 
71 Rue Beaubourg 
Paris, France 
FEI# 1000254716 

Finorga 

8 Route De Givora Chasse Sur 
Rhone, France 
FEI# 412 

Francopia 
82 Ave. Raspail 
Gentilly, France 
FEI# 1000561456 

Hoechst Marion Roussel 
102 Route De Noisy 
Roraainville, France 
FEI# 3001109514 


Xsochem, S.A. 


6“Mercaptopurine/621 { ] S30 
11/2/00 

Tamoxifen Citrate/610 (1 SOS 
11/2/00 

Buspirone HC1/66M[1S09 
11/2/00 


Aliantoin/65L[|S99 

11/2/00 


Oxybut ynin/61K [ } S34 
11/2/00 


Famotidine/ SOS t } S22 
11/2/00 

Felodipine/620tlS32 . 
11/2/00 

Kanamycin Monosulphate/ 

56D[]S31 

11/2/00 

PTednisoIone/64L[}$50 

11/2/00 

Vanc«ny ci n / 5 6K [ ) S 8 5 
11/2/00 

Soma t ot r opine / 6 4 R [ } S 95 
11/2/00 


Brinzolamide/ 66R [ ] S08 
11/2/00 


Naloxone HC1/60TC1S14 
11/2/00 


Clomiphene Citrate/64M{] SOI 
11/2/00 

Fluorcsnetholone/64L 1 3 S31 
11 / 2/00 

Levonogeestrel/64G ( } S29 
11/2/00 

L-Corbadrine HC1/60CIJS42 
11/2/00 

Pentoxifylline/ 66S [ } S4 9 
11/2/00 

Flavoxate HC1/65Q[}S41 
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4, Ave. Lebon 

GexmevlXIiers, France 
FEU 1496 

Merck Sa 
6>9 Rue Anquetil 
Nogent-Sur-Mamer France 
FBI# 3002527973 

Merck Sharp & Oohae-Chibret 
3 Avenue Hoche 
Paris, France 
EBZ# 1000360120 

Orsymonde Sa <5te) 

19 R Francois ler 
Paris 8e, France 
FEZ# 3002726365 

San <%i 
15 

Sis, France 
FBI# 3001311362 

Seloc France 
19 Rte De Neulan 
Xiimay France 
FEZ# 3001382610 

Sipsy 

79 Route Oe Beaucouze 
Avrille, France 
FEZ! 1438 

Synthelabo Groupe 
22 Avenue Galilee Les Plessls 
Robinson, France 
FEZ* 1000439227 

Synthelabo Groupe 
Rp 165zone Idustrial D Anally 
Cedex, France 
FEZ# 3002420086 


11/2/00 


Thiothixene/66H{ ] S62 
11/2/00 


ZinipeneiD/64U ( ) S04 
11/2/00 


Moda£inil/61H[}S74 

11/2/00 


Ticlopidine/63E [ ] S29 
11/2/00 


Desipraaine BCl/611i[]S18 
11/2/00 


Cidofovir/62V[]S21 

11/2/00 


Betaxolol HCl/620(iSl? 
11/2/00 

Zolpid^ Tartrate/65V[]S56 
11/2/00 

Betaxolol HC1/620[1S17 
11/2/00 

Zolpidem Tartrate/65Vt)S56 
11/2/00 


GERMANY <DE) 


Boehringer Ingelheim 
Binger Strasse 173 6507 Ingelheim 
Frankfurt, Germany 
FEZ# 1000603905 


Boehringer Ingelheim 
Mainzer Strabe 152 
Rhein, Germany 
FEZ# 1000255859 


Boehringer Ingelheim Int’l. 
Singer Strasse 73 
Ingelheim, Germany 


Mexiletine HC1/63E[1S25 
11/2/00 

Crotamiton/65T [ 3 S02 
11/2/00 

Caiig>tothecine/62 1 [ ] S99 
11/2/00 

Mexiletine HCl/63EtlS25 
11/2/00 

Crotamiton/65TC] S02 
11/2/00 

Cainptothecine/621 [ ] S99 
11/2/00 

Anisotropine 
Methylbromide/61K[ 3 S02 
11/2/00 
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FBI# 1000228430 Crotamiton/€5Tf3S02 

11/2/00 

Methscopolamine 

Broraide/eiKtlsai 

11/2/00 

!4exiletine HCi/63EC]S25 
11/2/00 


Ch^ische Fabrik Berg Giobh 
Altenaer Str 23 

Ludenscheid, Germany 

FBI# 1000314405 

Butabarbitoi/65V(l S06 

Chemische Fabrik Buddenheim 
Am Rhein 6 

Budenheim, Germany 

FBI# 1000204572 

Butabarbitol/65V n S06 

11/2/00 

Cyanamid Qnbh 

Pfaffenrieder Strabe 7 
Wolfxatshausen, Germnay 

FBI# 1394 

Calcium Leucovorin/61CC]S01 

11/2/00 

Oangschat Aubenhandelsgesellschaft Gmbh Clotrima2ole/61H(]S04 

Frankenstrasse 35 11/2/00 

Han^nrg, Germany 

FBI# 1000209030 

Dr. Gerhard Mann Chem Pharm. 
Brunsbutteler Damm 165-173 
Berlin, Germany 

FBI# 1Q00211017 

Fabrik Gmbh Timolol Maleate/60Xt]S23 

11/2/00 

Far High Trading Gmbh 
Speckmannstr 1 0-2239 
Hamburg, Germany 

FBI# 3002399862 

Tetracycline/56E I ) S80 

11/2/00 

Galenus Mannheim 

Sandhofer Strass 116 
Mannheim, Germany 

FBI# 3002609726 

Digoxin/63FnS06 

11/2/00 

Metaxalone/€5Qt J S2l 

11/2/00 

Methyldopa/62C { ] S39 

11/2/00 

Germapharm 

Spaldingstrabe 210/212 
Hamburg, Germany 

FBI# 1000507194 

Clocortoione Pivalate/ 
64L[3S11 

11/2/00 

Haupt Pharma Gmbh 
Pfaf£enrieder Str 5 
Wolfratehausen, Germany 

FBI# 3000310230 

Calcium Leucovorin/61Ct3S01 
11/2/00 

Helm Ag 

Mnrdkanalstrasse 28 

Kan^rg, Germany 

FBI# 3002677363 

Gentamycine Sulphate/56D{3 S21 
11/2/00 

Nystatin/56G f 3 S50 

11/2/00 

Sulphathiazole/61H [ ] S09, 

61Ht3S10 

11/2/00 
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Heumann Pharma Gmbh 
Heideloffstraba 1828 
Nurnberg, Germany 
FEI# 1000355348 


Heumann Pharma G^h 
Nurnberger Strasse 12 
Feucht, Germany 
FEI# 3000242652 


I.I.C.H. Intern. Isotopes Clearing 
Obergasse 4 
Volxheim, Germany 
FEI# 3002701171 

iOioll Ag 
Postfach 210805 

Ludwigshafen-Frankfurt , Germany 
FEI# 1350 

Lederle Arzneimittel 
Schleebrueggenkan^ 15 
Munster, Germany 
FEI# 3002647597 

Carl Padberg Zentrifugenbau 
7630 Lahr/Schwarzwald Geroldsecker 
Vorstadt, Germany 
FEI# 3002774486 


Pharma Waldhof 
Postfach 11-07-32 
Dusseldorf/ Germany 
FEI# 1000178978 

Pharma Waldhof Qnbh Herk Mannheim/ 
Auslieferungslager 
Mannheim, Germany 
FEI# 1000442761 

Roche Diagnostics 
Sandhoferstrasse 116 
Mannheim, Germany 
FEI# 3002806559 

Roche Diagnostics 
Strabe 16 
Mannheim, Germany 
FEI# 3002776288 

Siemsgluss & Sohn 
P.O. Box 501427 
Hamburg, Germany 
FEI# 1000246499 

Trans Medica 
Buschstrasse 12 
Hamburg, Germany 


Tetrahydrozoline HC1/60C[]S51 
11/2/00 

Bisoprolol Hemi- 

f umarate/620 [ ] S18 
11/2/00 

Bupivacaine HCl/60Qt]S79 
11/2/00 

Bisoprolol Hemi- 

£umarate/620[} S18 
11/2/00 

Bupivacaine HCl/60Qt]S79 
11/2/00 

Doxorubicin/ 5 6H S2 4 
11/2/00 


Paroxetine HC1/61N[1S77 
11/2/00 

Terazosin HCl/620t]S10 
11/2/00 

Calcium Leucovorin/61C[]S01 
11/2/00 


Pantoprazol/60S [ } S99 
11/2/00 


Idoxuridine/62V { ] SOS 
11/2/00 


Idoxuridine/62V [ ) S08 
11/2/00 


Amitriptyline HC1/61N[]S03 
11/2/00 

Metaxalone/65Q [ ] S21 
11/2/00 

Amitriptyline HC1/61N[]S03 
11/2/00 

Metaxalone/$5Q [ ] S21 
11/2/00 

Gentamycin Sulfate/56D[]S21 
11/2/00 


Penicillin G Potassium/ 
56A[]S10, 56A[]S99 
11/2/00 
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FEI# 100037B498 


HONG KONG (BK) 

FIRM PORDOCT/ PRODUCT CODE 


Hovione International Limited Doxyciine/56E{3S20 

Gpo Box 9383 11/2/00 

Hong Kong, Hong Kong 
FEI #1000332708 


Heritor Trading Co., 

Room 1109 Hellborne Commercial Centre 8 
Hong Kong, Hong Kong 
TEl #3002574858 


Hew Chemic Ltd. 

Rm. €01 fling On Plaza 
62 Hody Road, Tsimshatsui 
East Kowloon, Hong Kong 
FEI #1000207273 


Neomycin/ 

56DC1S40 

10 / 10/00 

Neomycin Sulfate/5€D[3S41 
11/2/00 


0xytetracycline/56E [ ] S65 
Linyc<MBycin/56J [ ] S99 
Ketoprof en/62G [ 3 S46 
Penicillin 6 NaturaI/56A[]S10 
10/10/00 


Penicillin G/56A[]S99 
11/2/00 


HUNGARY (HU) 


Biogal Pharmaceuticals 
Pallagi Ut. 13 
Debrecen, Hungary 
FEI# 1276 

Egis Pharmaceuticals 
Kereszturl Ut 30-38 
Budapest, Hungary 
FEI# 1279 

Expedition Warehouse 
If Gedeib Richter 
Budapest Ex Gyomroi Ut 
Budapest, Hungary 
FEI# 3002682437 

Gedeon Richter 
P.O.B.1475 
Budapest, Hungary 
FEI# 1000194717 

Ged^n Richter 

Chemical Works Of Gyomro Gyomroi 
Ut 19/21 

Budapest, Hungary 
FEI# 1243 


Mupirocin/61G[JS81 

11/2/00 


Tamoxifen Citrate/€1U[}S05 
11/2/00 


Mifepristone/65 J[ ] S38 
11/2/00 


Fanot idine/ 60S [ ) S22 
11/2/00 


Famotidine/60S [ ] S22 
11/2/00 
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Gedeon Richter Ltd 
Unknown Street 
Budapest, Hungary 
FEI# 3002575623 


Dihydroelymoclavine/ 

62J[1S99 

Xl/2/00 


Icn Hungaryngary Company Limited Buspirone HCL/66M[]S09 

4440 Tiszavasvari, Kabay Janos U 29 11/2/00 

Budapest , Hungary 
FEI# 3002366874 


INDIA (IN) 


PRODUCT/ 

FIRM 

Aarti Drugs Industries Ltd 
74 Matru Smruti Road No. 4 
Mumbai, India 
FEI #1000382858 


PRODUCT ODDE 

Toinaftate/61W{ I S31 
10/10/00 


Aarti Drugs Limited Mahendra Industrie ToXnaftate/61lfC}S31 

No, 29 Sion 10/10/00 

Mumbai, India 
FEI #3001611965 


Aarti Drugs Ltd. 

Plot Nr 109-D, Road 29,, 3rd Fir. 
Mahendra Ind. Estate 
!&uDbai/ India 
FEI# 1000257863 

Aznbalal Sarabhai Enterprises Ltd. 
P.O. Box 31 
Wadi Wadi, India 
FEI# 3002631457 

Avik Pharmaceuticals Ltd. 

194 Arvind Chambers 
Bombay, India 
FEI# 3002771134 


Tolnaftate 

61H[)S31 

10/3/00 


Amphotericin B 

56Gt]S04 

10/3/00 


Clobetasol Propionate 
64L[]S67 
10/3/00 


Bombay Drug s House Private Limited 
Akurli Road, KandivXi (East) 
Muxtibai, India 
FEI# 1000190193 

Fine Chemicals 
89 Princess Street 
Bombay, India 
FEI# 3001717561 

Hetero Drugs Limited 
8-3-i66/5b li Floor 
Deccan Chambers, Erragadda 
Hyderabad, India 
FEI# 3000126720 

Lake Chemicals 
12 Plain Road 
Bangalore, India 


Albuterol Sulfate 
63BC}S02 
10/3/00 


Piperazine 

60W[]S26 

10/3/00 


Doxazosin Mesylate 
620[)S27 

10/3/00 


Lorazepam 

66M[]S86 

10/3/00 
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FEI# 3002467300 

Medicorp Technologies India Ltd. 
86 Sarojini Road 
Secunderabad, India 
FEI# 3001362853 

Suven Pharmaceuticals Ltd. 

Flat No 205 Brlnilaya Estate 
iUi^erpet, India 
FEI# 3001417298 


Acyclovir 

62V[]S18 

10/3/00 


Theophylline 

63B{JS30 

10/3/00 


Synthokem Labs 

P.B. No. 1911, Sanathnagar 

Hyderabad, India 

FEI# 1000184677 


Methocarbamol 

65Q[]S22 

10/3/00 


Synthoken Labs Provate Limited Methocarbamol /65Q[]S22 

B-5 Industrial Estate 10/10/00 

Hyerabad, India 
FEI #3002716561 


Tender Remedies 
43 Dr V B Gandhi Marc 
Mumbai, India 
FEI# 3001587063 


Metformin HCL 
61P{}SS5 
10/3/00 


INDONESIA (ID) 


P.T. Aneka Chenic Pintu Besi Medrosyprogesterone 

33 Jakarta ACE/65J(]S21 

Pusat, Indonesia 11/2/00 

FEI #3002419393 


IRELAND (IE) 


Clonmel Healthcare Ltd. 
Clonmel Co 
Tipperary, Ireland 
FEI# 1000187576 

Cranford Ireland Ltd. 

20 Clanwilliams Terrace 
Dublin, Ireland 
FEI# 3002720284 

Eli Lillu Sa 
Dunderrow Kinsale 
Cork, Ireland 
FEI# 1000415014 


Minocycline/56E()S€0 

11/2/00 


Nystatin/5€G[3S50 

11/2/00 


Fiuoxetine/61N{] S29 
11/2/00 


Iropharm Limited 
Vale Road 
Wicklow, Ireland 
FEI# 1000417222 


Diethycarbamazine 

Citrate/60WUS12 

11/2/00 

Promethazine HC1/61T(3S17 
11/2/00 
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Ir^harm Ltd. 

Vale Road 
Wicklow, Ireland 
FEI« 599 

Qmj Manufacturing Ltd. 

3, -Wilton Place 
Dublin, Ireland 
FBI# 3002668722 

Plaistow Limited 
Unknovm 

Cork County, Ireland 
FBI# 10837 

Sandilands Limited 
14/15 Parliament Street, 1st Floor 
Dublin, Ireland 
FEI* 3000145069 

Swords Laboratorias 
Waterly Lane 
I^lin, Ireland 
FEI# 1000276442 

Syntex Ireland, Ltd. 

Clarecastle (Ennis) 

County Clare, Ireland 
FEI# 1199 


Diethycarbamazine 

Citrate/60W{3S12 

11/2/00 


Risperidone/66N ( ] S04 
11/2/00 


LevobunoloI/60X [ J S26 
11/2/00 


Trazadone HCL/61 NCjS60 
11/2/00 


Etoposide Phosphate/ 621 [ ] S78 
11/2/00 


Ketorolac Tromethamine/ 
62G[]S94 

11/2/00 


ISRAEL (IL) 


Assia BPC/Div. TEVA Group 

2 Denmark St. 

P.O. Box 3190 
Petach-Tikva, Israel 
rei# 3002806405 

Chemagis Ltd 

3 Hashlosha St. 

Tel Aviv, Israel 
FEI# 1000210130 

Chemagis Ltd 
PO Box 9091 
Tel Aviv, Israel 
FEI# 1000552800 


Lorazepam/62K[]S05 

11/2/00 


Trainadol/60L [ ) S69 
11/2/00 


Trainadol/60L[}S69 

11/2/00 


Sic^ Israel Chemicals Ltd Dactinomycin/56HC]S20 

P.O. Box 6570 11/2/00 

Jerusalem, Israel 
FEI# 1000289125 


ITALY (IT) 


toigelini Apriiia S P A 


Hetaxalone/65(]S21 
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Via Guardapasso 8 
i^rilla, Italy 
FEI# 1000260820 

Angelin! Francesco Acra£ Spa 
Viale Amelia 70f 00181 
Italy 

FEI# 1000399573 

Archindca S.P.A. 

Vialo Europe 5 
Origgio, Italy 
FEI# 1000330416 

Cosma Spa 
Via Colleoni 15/17 
Ciserano/ Italy 
FEI# 3000136285 

Cs33 Fine Chemicals 
33 Corso Sen^ione 
Milan, Italy 
m# 3000313809 


Oibra S.P.A 

Via Per Ceriano Laghetto 
Ceriano Laghetto (Mi), Italy 
FEI# 1000171506 


Dinaralte Dipharma Spa 
Ss 13 Pontebbana 13 
103 Basillano, Italy 
FEI# 1000411202 

Dinamite Oipharma Spa (Dipharma) 
Via Bissone 5 
Baranzate Di Bollate, Italy 
FEI# 3001624853 

Erregierre S.P.A. 

Via Francesco Baracca 19**57 
San Paolo D Argon, Italy 
EEI# 3002806924 


11/2/00 

Trazadone BCl/€iliClS60 
11/2/00 

Trazadone HC1/61M[]S60 
11/2/00 


Minocycline HCn:-/56E[lS61 
11/2/00 


Prc^ranolol HC1/63ECJS13 
11/2/00 

Tolazamide/61£[}S28 

11/2/00 

Amodiaquin HC1/62L[1S23 
11/2/00 

Bude8onide/61E[|S04 

11/2/00 

Bupivacaine HC1/60Q[]S79 
11/2/00 

Fluocinolone Acetonide/ 

64LflS27 

11/2/00 

Hydroxyzine HCl/66MCjS83 
11/2/00 

Methylprednisolone Acetate/ 

64{]S45 

11/2/00 

Metopropolol Tartrate/620(]S44 
11/2/00 

Hetronida2ole/62Lt3S40 

11/2/00 

Nystatin/56GI3S50 

11/2/00 

Rivavirin/62V[3S12 

11/2/00 

Cystogra D/63XC1S43 
Cystografin/63X { ] S43 
11/2/00 


Doxepin/61N[]S24 

11/2/00 

Tolazaiiiide/61Pt)S28 

11/2/00 

Doxepin/€lN [ ] S24 
11/2/00 

Tolazamide/ 61P [ } S28 
11 / 2/00 

Oxaprozin/62G(]S54 

11/2/00 

Propafenone HC1/63EC3S28 
11/2/00 
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Fabrica Italy Sintetici S.P.A. 
Viale Milano, 26, 

Alte Di Montecchio, Italy 
FEI« 3002806961 

Farchemia S.R.L. 

L21 Via Bergamo 
Treviglio, Italy 
FEI« 3000181424 

Farchemia Sri 
Via Gieveeca 
Bergcuno, Italy 
FEI# 3002793325 

Farmabios 
Via Don Motti 45 
Pavia, Italy 
FEI« 3002806965 


Gruppo Lepetit 
1868 Di Fondazione 
Milano, Italy 
FEI# 1000205303 

Gruppo Lepetit Spa 
Via R. Lepetit 8 
Lainate, Italy 
FEI# 1000337384 

Gruppo Lepetit Spa 
Unknown 

Brindisi, Italy 
FEI# 1108 

Indena Spa 
Ortles 12 
Milan, Italy 
FEI# 1000448569 

Industri Chimiche Farmaceutiche 
33045 Nimis (Udine) 

Udine, Italy 
FEI# 3002691151 

Laboratori Mag Spa 
Viale Gran Sasso 31 
Milano, Italy 
FEI# 1000315026 

Laboratorio Chimico 
Internazionale 
Via Salvini 10 
Milan, Italy 
FEI# 1000292646 

Laporte Organics Spa 
23 Via Origgio 
Caronno Italy 
FEI# 10004420.12 

Lusochimica S.P.A. 


Carbamazepine / SOL [ } S 1 4 
11/2/00 

Oxa zepam/ 6 6M [ ] S 9 1 
11 / 2/00 

Mesalamine/60L [ ] S85 
11/2/00 

Oxaprozin/62G [ } S54 
11/2/00 

Mesalainine/SOL [] S8S 
11/2/00 

Oxaprozin/ 62G [ ] S54 
11/2/00 

Budesonide/SIE [ ] S04 
11/2/00 

Fluocinolone Acetonide/ 
64L[]S27 
11/2/00 

Rif ampicin/56K [ ] S70 
11/2/00 


Rifampicin/56K[ ] S70 
11/2/00 


Rifampicin/56K{]S70 

11/2/00 


Colchicine/66F [ ) SOS 
11/2/00 

Reserpine/620l)S06,62CI]S51 

11/2/00 

Ni£edipine/66S[]S27 

11/2/00 


Clidinium Bromide/61K(3S13 
11/2/00 

Fluoxetine/61N[lS29 
11 / 2/00 ' 

Diclofenac Sodium/62G[]S18 
11/2/00 


Tolbutamide/61P [ ] S29 
11/2/00 


Diltiazem HCl/620t]S24 



Via Camla 2 
Mllano/ Italy 
FEZ# 1000199592 

Mediolast Spa 
Via Montenapoleone 9 
Milano, Italy 
FEI# 1000262107 

Vfc Italy 
Via Tiraboschi 48 
BergamOf Italy 
FEIi 3001608797 

Pfc Italy Sri 

Stra<^ Statala Briantea 
BulciagOf Italy 
lEII 3001419030 


Pharaacia B i[^john Spa 
Via Robert Koch 1 2 
Milano, Italy 
FEI# 3002894707 

Pro Spa 
Box 249 
Cam, Italy 
FEI« 3000983580 

Procos S.P.A. 

Via Leonardo Da Vinci, 3 
Cameri, Italy 
FEI# 10758 

Proiarmaco (Nobel) Sri 
Via Cuchiarri 17 
Milano, Italy 
FEI# 1000458419 


Promek Sri 
Via Isonzo 17 
Milano, Italy 
FEI# 1000366812 

Prosintex Industrie 
Chiaiche Xtaliane S.P.A. 
Via Enrico Fermi 20/26 
Settiao Milanese, Italy 
FEI# 3002807245 


Sicor S.P.A 
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11/2/00 

Mefloquine HC1/62L(3S49 
11/2/00 

Naproxen Acid/62Gf]S49 
11/2/00 


Naproxen/62GC}S49 
36 11/2/00 

Carbidopa/640(3S01 

11/2/00 

Methyldopa/62C t ] S38 
11/2/00 

Verapamil HCl/620fIS13 
11/2/00 

Naproxen SodiuEft/62G[|S50 
11/2/00 

Glipizide/61Pt3S09 

11/2/00 


Hydralazine HC1/62C[3S30 
11/2/00 


Orphenadrine Citrate/6SQ[3S24 
11/2/00 

Phenelzine Sulfate/61Nt3S48 
11/2/00 

Chlordiazepoxide/66H (3576 
11/2/00 

Flurazepaa/64S [ ] SIO 
11/2/00 

Mid8zolaa/60PC3S03 

11/2/00 

Oxazepani/66M [ 3 S9l 
11/2/00 

Flurazepaa/64S[3S1C 

11/2/00 

Oxazepam/66M ( ] S91 
11/2/00 

Atenolol/60X(3S1? 

11/2/00 

Labetaloi HCL/€20ns39 
11/2/00 

Metoproioi Tartrat8/620[|S44 
11/2/00 

Terazosin HCl/620t3S10 
11/2/00 

Epirubicin HC1/62Z(3S03 
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(Societa Italy 
Corticosteroidi ) 

Via Terrazzano, 77 
Rho (Milan ) , Italy 
FEI# 3002808174 

Societa Italy 
Medicinal! Scandicci 
Loc. Montanino A1 Filarone 125 
Reggello, Italy 
FEI# 1000225479 

Societa Italy 
Medicinal! Scandicci 
P.O. Box 390 
Firenze, Italy 
FEI# 1000249538 

Societa Italy 
Medicinal! Scandicci 
"Via F.G. Angelico, 34 
Firenze, Italy 
FEI# 1000179464 

Solchem Italy S.P.A. 

Via Della Victoria 
Mulazzano, Italy 
FEI# 3002808211 


Trifarma Sri 

V G. Guarini Matteucci 1 
Milano Mi, Italy 
FEI# 1000285520 

Vis Farmaceutici S.P.S. 
Viale Delle Industria 54-56 
Padova, Italy 
FEI# 3002808449 

Westwood Intrafin S.A. 
Neuhofstrasso 6 
Baar, Italy 
FEI# 1000531100 


Zcunbon Group Spa 
Via Lillo Del Duca 10 
Bresso, Italy 
FEI# 1000280098 


11/2/00 


Bupivacaine HC1/60Q[]S79 
11/2/00 


Bupivacaine HC1/60Q[]S79 
11/2/00 


Bupivacaine HC1/60Q[]S79 
11/2/00 


0xandrolone/60N[}S09 

11/2/00 

Oxaprozin/62G [ ] S54 
11/2/00 


Perphenazine/66M[] S49 
11/2/00 


Iiniprimine/61N [ ] S32 
11/2/00 


Cefadroxil Monohydrate/ 

61F[)S53 

11/2/00 

Cefepiine/56C[]S53 

11/2/00 

Ampicillin Sodiuin/56B[] S09 
11/2/00 

Cefazolin/56cnsil 

11/2/00 

Nifedipine Micr^ized/66SOS27 
11/2/00 


JAPAN (JP) 


Ajinomoto Co Ltd 

1-5-8 Kyobashi 1-Chome Chuo-Ku 

Tokyo, Japan 


L-Dopa/62J(]S09 

11/2/00 
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FBI# 1000140570 

Akebono Corporation 
No. 1-12-13 

Nihonbashi-Muromachi 
Tokyo, Japan 
FBI# 1000195063 

Boehringer Ingelheim 
Kanda Center Bldg 2-3-2 
Tokyo, Japan 
FBI #1000567268 


Fujiisawa Pharmaceutical Co., Ltd. 

4- 7, Dosho^chi 3-Chome 
Osaka, Japan 

FBI# 1000164970 

Jung Corp 

5- 12 Nihonbashi 
Tokyo, Japan 
FBI# 1000534008 

MSD C Japan) Co., Ltd. 

Kowa Bldg. No. 16 
Annex, 9-20 
Tokyo, Japan 
FBI# 1000182400 

Mitsubishi Corp. 

6- 3 Marunouchi 2-Chome 
Tokyo, Japan 

FBI# 1000109842 

Mitsubishi Corp. 

3-1 Marunouchi 2-Chome 
Chiyoda-Ku Tokyo, Japan 
FBI #1000190467 


Clemastine Fiainarate/61X[]S10 
11/2/00 


Mexiletine HCl/63Ef]S25 
11/2/00 

Crotamiton/ 65T ( ] S02 
11/2/00 

Cai^tothecine/621 [1 S99 
11/2/00 

Vancomycin HC1/56K{JS8S 
11/2/00 


Doxorubicin HCL/56H[JS24 
11/2/00 


Levadopa/62J[] S09 
11/2/00 


Clemastine Fumarate/ 
61X{3S10 
11/2/00 


Clemastine Fumarate/61Xt] 10 
11/2/00 


Moriya Sangyo K.K. 

6-6-3 Shinjuku Kokusai Bldg, 
FEIi 3001624159 


Sainatropin/64R[ ) S21 
11 / 2/00 


Shinjuku Tokyo, J 


Otsuka Chemical Co., Ltd. 
3-2-27 Ote-Dori Chou-Ku 
Osaka, Japan 
FBI# 1000176995 


Tazobactam/56Y ( } S99 
11/2/00 

Agent for Schizophrenia/ 
65AC3S99 
11/2/00 

Muco3ta/6€V[] [399 
11/2/00 

OPC-1459? - Agent/65AI3S99 
11/2/00 


Otsuka Pharmaceutical Co Ltd 
224-18 Aza Ebisuno 
Tokushima, Japan 
FBI #1000228008 


Agent for Schizophrenia/ 
65At3S99 

11/2/00 

Mucosta/66V[] [199 
11/2/00 

OPC-14597 - Agent/65A[3S99 
11/2/00 
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Tokuyama Corp 
235 Higashi Gotanda 
Tokyo, Japan 
FEI# 3002594273 


Propantheline Bromide/ 
61K[]S44 
11/2/00 


Tokuyama Corporation 
4-5 Nishi Shinbashi 
Tokyo, Japan 
FEI# 3002696762 


Propantheline/61KC3S44 

11/2/00 

Propantheline Bromide/ 
61K[]S44 
11/2/00 


Yamanouchi International Ltd. Chioroxazone/650[3S31 

3-11, 2-Chomfi , Nihonbashi-Honcho 11/2/00 

Tokyo, Japan 
FEI# 1000381676 


KOREA, REPUBLIC OF (KR) 


Chong Kun Dang Corp. 

410, Sintorim-Dong, 

Yong Dungpo-Ku 
Seoul, Korea 
FEI# 934 

Lg Chemical Ltd 
1041 Moonji-Dong 
Taejon, Korea 
FEI #3001578355 

Lg Chemical Ltd 
20th - 27th Floors, 

The Lg Twin Towers, 

Seoul, Korea 
FEI #1000489126 

Yuhan Co . 

45-6 Tae Bang Dong 
Seoul, Korea 
FEI# 3002535348 

LUXEMBOURG (LU) 

Archid S.A. 

13 Rye De Bertholet 
Manno, Luxembourg 
FEI# 3002542707 

MEXICO (MX) 

Helm De Mexico 
Proton No 2 Col. Naucalpan 
Estado De Mexico, Mexico 
FEI# 3002095391 

Sintenovo S.A. De C.V. 

Call 4 No. 26 
Mexico City, Mexico 
FEI# 3002757763 

Syntex, S.A. 

Kn 4, Carretera Cuemavaca-Cuautla 
Cuernavaca, Mexico 


Demeclocyclene/56E [ } S15 
Xl/2/00 

Lovastatin/62B[lS99, €1J[1S12 
11/2/00 


Fiuoroquin;Oione/61H { 3 S99 
11/2/00 


Fluoroquinolone/6XH 1 3 S99 
11/2/00 


Pyrazineanide/61fi [ ) S27 
11/2/00 


Fluvoxamine Maleate/ 
61N[]S67 

11/2/00 


Predni80lone/64L [ ) S50 , 
64L[]S52, 64Lt]S56 
11/2/00 


Phenylbuta zone / 620 [ ] S07 
11/2/00 


Ethinyl Estradiol/64G[3S19 
11/2/00 
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FEI« 894 


NETHERI«AHDS (ML) 


Dsio Anti Infectives Erythr<»aycin/56I[3S10, 

P.O. Box 1 56I[3S20, 56I[3S25 

Delft, Netherlands lX/2/00 

FEIi 3002757967 

Industrial Pharmaceutical 
Products Division 
P.O. Box 1 Ha 
Delft, Netherlands 
FBI# 3002680063 

PANAMA {PA) 

Ketorolac Tromethamlne/ 
62G[]S94 
11 / 2/00 


PHILIPPINES {PI) 


Syntex Pharmaceuticals 
Int’L Limited 
P.O. Box 7386 
Panama, Panama 
rei# 1000574157 


Nystatin/56GC3S50 

11/2/00 


Searle (Phillipine) Inc. Metronidazole/62LC JS40 

No. 29 Edsa 11/2/00 

City Of Mandaluyong, Philippines 
FEIf 3002784880 


POLAND {PL) 


Phazmaceutical Horks Polfa 
Oi.Pelpinska 19 
Starogacd Gdansk!, Poland 
FEZ# 1000216620 


Acxetazolanide/63D ( 1 SOI 
11/2/00 


PORTUGAL (PT) 


Hovione International Limited 
8 Travessa Do Ferreiro 
Lisboa, Portugal 
FEI# 1000378108 


Beclomethasone/64L[]S02 

11/2/00 

Betametha5one/64L{ 3 303, 
64Lt]S06, 64LOS08 
11/2/00 


SINGAPORE (SG) 


Fisons Pte Ll&tiited 
61 Gul Circle 
Singapore 
FEIi 1000414917 

Schering->Plough Ltd. 
50 Tuas West Drive 
Singapore 
FEIi 3001572888 


NedocrcMsil Sodium/61E[]S10 
11/2/00 


Abetalol HCl/620t3S39 
11/2/00 


SOUTH AFRICA <ZA) 


Fine Chemicals 
15 Hawkins Ave. 
Epping, South Africa 
FEIi 796 


Thiothixene/66MC3S62, 

66MI3S63 

11/2/00 

Vinblastine Suig^ate/ 
62£{}S66 
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11/2/00 

Vincritine Sulphate/621 []S67 
11/2/00 

SPAIN (ES) 


Chemferm Industrial Pharmaceuticals 
Poligono Ind. Urvasa 
Barcelona, Spain 
FEI# 3002806741 


Chemo Iberica SA 
Gran Via Carlos 7 98 
Barcelona, Spain 
FEI# 1000174729 


Esteve Quimica S.A. 
Avda. Mare De Deu* 
De Montserrat 12 
Barcelona, Spain 
FEI# 1000194139 


Cephalexin Monohydrate/ 
56C[)S27 
11/2/00 

Cephalexin Monohydrate/ 
56CC3S27 
11 / 2/00 

Acebutolol HC1/60X[1S15 
11/2/00 

Acyclovir/62V( ] S18 
11/2/00 

Ciprofloxacin/ 61F { ] S54 , 

61F[]S55 

11/2/00 

Omeprazole/ 62K [ ] SIO 
11/2/00 

Ranitidine HCl/60S[jS25 
11/2/00 

Felopidine/620 [ ] S32 
11/2/00 

Lisinopril/62C[]S65, 620[)S40 
11/2/00 

Loratidine/61E [ ] SOS 
11/2/00 

Nabumetone/626 [ ] S97 
11/2/00 

Omeprazole/62Kn SIO 
11/2/00 

Quinapril/620 [ ] S04 
11/2/00 


Farmhispania S.A. 

1 Mayo S/N 
Barcelona Spain, 

FEI# 1000427568 

Farmhispania^ S.A. 

25 De Mayo 
Barcelona, Spain 
FEI# 3002728105 

Fermentaciones Y Sintesis 
Espanolas , S . A . 

Costello 23 
Madrid, Spain 
FEI# 1000180159 

Qnb Industrias Grab Sa 
Virgin 24 Barcelona 
Spain 

FEI# 1000553741 

Medichem S.A. 

Travesera Oe Gracia 92 
Barcelona, Spain 
FEI# 3000144561 


Lisinopril/62C{]S65, 62O[3S40 
11/2/00 


Lisinopril/62CnS65, 620[)S40 
11/2/00 


Famotidine/62V[ ] SOS 
11/2/00 


Sulfapyridine/66F[]S02 

11/2/00 


Etodolic Acid/62G[jS24 
11/2/00 

Felodipine/620 I ] S32 
11/2/00 



419 


Medichem Sa 
Avda Diagonal 513 
Barcelona, Spain 
FBI# 3001624850 


Quimica Sintetica, SA 
Calle Dulcinea 
Alcala De Henares, 
Madrid, Spain 
FBI# 3002807965 


Fluvoxamine Maleate/61N[}S67 
11/2/00 

Etodolic Acid/62Gt)S24 
11/2/00 

Felodipine/620 [ ] S32 
11/2/00 

Fluvoxamine Maleate/61M[]S67 
11/2/00 

Famitidine/60S [] S22 
11/2/00 

Famotine HC1/62V[]S05 
11/2/00 

Fluoxetine HCl/61Nf]S29 
11/2/00 

Ciprofloxacin HC1/61F[]S55 
11/2/00 


SWEDEN 

Dupont Chemoswed 
P.O. Box 839 
Halmo, Sweden 
FEI# 3000181361 

Ethical Pharmaceuticals Sw Ab 
Lundavagen 151 
Malmo, Sweeden 
FEI«3000094190 


(SE) 

Warfarin Sodium/61L[]S13 
11/02/00 


Carbidopa Monohydrate/ 
640[]S01 
11/02/00 

Levodopa/62J[}S09 

11/02/00 


SWITZERLAND (CB) 


Adechsa Sa 
P.O. Box 567 
Zug, Switzerland 
FEI# 3002614607 


Cerbio Pharma Sa 
Industral Biologies 
Lugano , Swi t z er 1 and 
FEI# 3002749465 

Cerbios Pharma 
Via Plan Scairolo 6 
Barbengo, Switzerland 
FEI# 1000403851 

Cilag Ag 

201 / 209 Hochstrasse 
Schaffhausen, Switzerland 
FEI# 3001631676 


Cilag Ag 


Fluticasone Propionate/ 
63B[]S25 

11/02/00 

Ranitidine HCL/60T[]S99 
11/2/00 

Leucovorin Calcium/61C[]S01 
11/02/00 


Leucovor in/61C [ ] SO 1 
11/02/00 

Leucovorin Calcium/61C(]S01 
11/02/00 

Econazole Nitrate/61wnS44 
11/02/00 

Mefloquine HCl/62LnS30 
11/02/00 

Methimazole/66K [ ] SOI 
11/02/00 

Econazole Nitrate/61W[]S44 
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Hochstrasse 201 
Schaffhausen, Switzerland 
FEI# 3002315816 


Cilag Ag 
Hochstrasse 210 
Schaffhausen, Switzerland 
FEI* 3002646188 


Ckdt Communications Ag 
118 Lettenweg 
All schwi 1 , Swit zer land 
FEI# 3001221928 

Deltrachem Trading Ag 
Brisenstrasse 9 
Stans, Switzerland 
FEI# 3000313481 

Dolder Ag 
lamtengasse 9 
Basel, Switzerland 
FEI* 1000393094 


Hoffman La Roche, Ltd. 
Grenzacherstrasse 124 
Basel, Switzerland 
FEI# 3002807200 


Orgamol 

Unknown Street 
Evionnaz, Switzerland 
FEI# 3002134046 


Orgamol Fabrication 
1092 Evionnaz 
Geneva, Switzerland 
5EI# 3001677591 

Siegfried CHS 
4800 Zofingen 
Schwei z , Swit zer land 
FEI# 3001657741 

Siegfried CMS 

Unt. Bruhlstrasse 4 

Zofingen, Switzerland 


11/02/00 

Mefloquine HCl/62LnS30 
11/02/00 

Methimazole/66K [ | SOI 
11/02/00 

Econazole Nitrate/61N{]S44 
11/02/00 

Mefloquine HC1/62L[JS30 
11/02/00 

Nethimazole/66K[3S01 

11/2/00 

Clozapine/65Vt ) S13 
11/02/00 

Thiorodazine/6^ C 1 S60 
11/2/00 

Indomethacin/62G t ] S4 2 
11/02/00 


Furazolidone/ 62F [ 3 S13 
11/02/00 

Minoxidil/62CC3S41 

11/02/00 

Naphazoline HCl/60CnS46 
11/02/00 

Mitrofurazone/62FnS29 

11/02/00 

Flucytoisine/61W [ 3 SIO 
11/02/00 

Fluorouracil/621 t)S23 
11/02/00 

Nicardipina HCl/620nS46 
11/02/00 

Flunisclide/FIunisolide 
Hemihyrate 
626(3335, 62LnS26 
11/02/00 

Bupivacaine HCl/Bupivacaine 
€0Q{3S30 

11/02/00 

Diethylpropion HC1/60R[3S07 
11/02/00 

Ribavirin/62vnS12 

11/02/00 

Bupivacaine/60Q ( 3 330 
11/02/00 

Diethypropion HC1/60R{3S07 
11/02/00 

Allopurinol/66T [] SOI 
11/02/00 


Allopurinol/66T 1 3 SOI 
11/02/00 
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FE1« 3002808158 


Sigamed Ag Ltd Phenazopyridine HC1/60L(]S82 

Ch6300 Zag 11/02/00 

Sdliweizt Switzerland Friaiidone/61H[]S2S 

FEI# 3002566273 11/02/00 


TAIWAfl, REPUBLIC OF CHINA {TH) 

Everlight Chemical Industrial Hisoprostol/65K(]S09 

Corporation 11/02/00 

No. 77 Tun Hua South Road 
Taipei, Taiwan 
FEI# 1000537285 

Sanstar Chem & Pharm.Corp 
319, Kai Yuen Road 
Hsin-Ying, Taiwan 
FBI# 1000388232 

Tong Sing Chemicals Co Ltd Diclofenac Postassium/ 

62G[]S18 
11/2/00 

Diclofenac Sodium/62G O S18 
11/02/00 

THAILAND (TH) 

Pyrazinamide/61RC]S2? 
11/02/00 


TOEIKEY (TR) 


Atabay Kimya San. Ve T 
Acibadem Koftunku Sok. 

Istanbul, Turkey 
FEI# 1000315153 

Atabay Kimya Sanayi 
Acibadem Koftuncu No 1 
Istanbul, Turkey 
FEI# 30027652S7 

Atabay Kimya Sanayi Metformin HC1/61P(]S26 

Acibadem Koftuncu Sokak No I 11/02/00 

Kadikoy 

Istanbul, Turkey 
FEI# 3002303805 


ic. A.S 
No. 1 


Metformin HCl/61PnS26 
11/02/00 


Metformin HC1/61P[]S26 
11/02/00 


6f 45 Kirin Rd 
Taipei, Taiwan 
FEI# 1000174712 


Lupin Chemicals 
71 Sap Rd.Siphaya 
Bangkok, Thailand 
FEI# 3001261914 


Chlor zoxazone/65Q [ } S31 
11/02/00 


UNITED KINGDOM (GB) 


Abbott Laboratories 
Hhiteway 

Queenborough, United Kingdom 
FEI# 768. 


Archimica Ltd. 

Sandycroft, Deeside 
Flintshire, Ihiited Kingdc»i 


Vancide/61S[]S99 

11/02/00 


Isosorbide Dinitrate/66S[]S24 
11/02/00 
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FEI# 3002686934 

Glaxco Wellcome Export Limited 
Priory Street 
Herts, United Kingd<xn 
FEI# 1000404000 


Glaxco Wellcome Export Ltd. 
Tenqple Hill 

Dartford, United Kingdom 
FEI# 1000403198 


Micron Technologies 
8 Leesons Hillst Pauls Cray 
Orpington, United Kingdom 
FEI# 3000230960 

Morphun Pic 
7 Chesterfield Itoad 
Chiswick, London, England, 

United Kingdcxn 
FEI# 3002614351 

Quntiles Scotland Liiaited 
Inchwood Bathgate 
V. Lothian, United Kingd<xn 
FEI# 3001084653 

Rhone Poulenc Agriculture 
Fyfield Road 

Ongar Dagenham, United Kingdom 
FEI# 1000176968 

Robinson Bros Ltd 
Charles St 

West Bromwich W Midlands, 

United Kingdom 
FEI# 1000202202 

Ros^nont Pharmaceuticals Ltd 
Rosemont House 
Yorkdale Industr. Park 
Leeds, United Kingdom 
FEI# 3002442738 

Seaweld Divers Ltd. 

The Limes The Street Acle Norwich 
Norfolk, United Kingdom 
FEI# 1000654750 

Gerald Wise & Co Ltd 
225a Finchley Road 
London, United Kingdom 
FEI# 1000163913 


Wyeth Ayerst Research 
154 Fareham Rd. 

Gosport Hants, United Kingdom 
FEI# 3001270580 


Vlalciclovir fiCi/62VnS99 
11/02/00 

Cisatracurium Besyate/ 
65Q[]S59 
11 / 02/00 


Mercaptopurin6/62I nS30 
11/02/00 

Cisatracurixnn Besyate/ 
65Q[}S59 
11/02/00 

Sulf abenzaraide/61G C ] S43 
11/02/00 


Haloperidol/66M[ ] S36 
11/02/00 


Naproxen/62G[]S49 

11/02/00 


Acebutolol/Acebutolol HCl/ 
60X{]S15 

11/02/00 


Fluoxetine/61Nf]S29 

11 / 02/00 


Chlorpromazine HCl/61Tn304 
11/02/00 


Oxandrolone/60N{]S09 

11/02/00 


Nicotine Polacrilex Resin/ 
66Vt] [)99, 55R[]£]99 
11/02/00 


Acetazolamide/63D [ )S01 
11/02/00 
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Wyeth Laboratories U K 
New Lane Havant 
Haapshire, United Kingdom 
FEI« 1000269463 

Zeneca Pharmaceuticals Ltd 
Alderly Park, Macclesfield 
Cheshire, United Kingd<»it 
FEI# 3001561876 


Acetazolamide/63D [ ] SOI 
11/02/00 


Her openemici / 61G [ ] 58 0 
11 / 02 / 00 - 

Propranolol HCl/63E[jS13 
11/02/00 


o 



